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- BN - BB B B IERRC X BT H ORER (ADPKD)
- BG5S OEERE O (ADPKD)

W HIZEE L COBRE ~DB B L O FEE DR
(ADPKD)

- BEOBREOEHEOIEE (ADPKD)
cBEOREBEOEEOIEE (SIADH ICBT & MU 7 A
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[IL. @B 2 |

1. &¥ICBEd 5IEE

1. BR5E4

(1) #4
LA OD §E 7.5mg, A A4 OD £ 15mg, A A% OD #& 30mg
B A H R 1%

(2) #%
Samsca OD tablets 7.5mg, Samsca OD tablets 15mg, Samsca OD tablets 30mg
Samsca granules 1%

(3) BMDHAE
Bz L
2. —f4&

(1) #& (@8i%)
X7 % (JAN)

(2) *4 (dadik)
Tolvaptan (JAN)

3) RTL (stem)
N TV B HUA -vaptan

3. BEAXIIRMER

RURGRERRR

4. PFRXRUARF=E
7313 1 C26HasCIN2O3
oy 448.94

5. b4 (didiE) XIEARE
N-{4-[(5R9)-7-Chloro-5-hydroxy-2,3,4,5-tetrahydro-1 H-1-benzazepine-1-carbonyll-3-methylphenyl}-2-
methylbenzamide (IUPAC)

6. [ER%&. B4, BE, BEEE
OPC-41061 (J5ER%E5)
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IIl. A% ICET 5RE

1. HEEEHNE

(1) V&8 - Mk
H DR i X IR mE DMK TH 5,
(2) BfEMN
AL )=V XIFT=H ) —b (99.5) [ZR0REITITL <, KITIZEA LT 20,

TRIE B (wiv%)
AH ) =)L 3.01
X 7 —/ (99.5) 2.31
%/ —/ (95) 2.20
el = F /L 0.60
TEr=FUV 0.45
1-F o7 %) —)v 0.37
VIFNT—T )L 0.033
7K 0.00005
A~ <0.0000005
(3) WEMH
25°C/90%RH T 3 & H MIfRfF Lo/ R, Sl EOZ TR D o T MATZ ATRIEMEZ R
o,

(4) B (RS, R, BEES
Bl 5 224~228°C

(5) ERIEEFEBETESL
AR OANA

(6) DEIRE
1—A2 % 7 —/V[Britton-Robinson #& ik X 13/KIZF 1T 2 Btz 7~

s Btk OREETR O pH o BlPREL
2.0 >5,000

4.2 >5,000

7.0 >5,000

10.0 >5,000

12.0 >5,000

K >5,000

(7) ZDHOELRMEE
REnD AL ) =N (1-50) 1 3hedetEz R S,
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2. AMRADERFHTIZEITHAIRENR

AR PRIFS: PRIFIERE PRI il B
F AR 30C 65%RH —EHEY TF LAY 60 % /] ZALR L
B 40°C 75%RH TrAN= T A 6 &5 H X (AP
TR 60°C BT A (KE)
7 25°C 90%RH o (R 3 e
jtg;: EWE | 40C 75%RH A AP 6 i 1 Bl L
. ALVAREN VRSN ° jj‘fj‘x,:/)v\__]/
. | ABEEI LTS AT | 600 SR .
B iy oo | RVBILESITER g0 1w | FERL

REEHE - MEIR, MEERR, BURWHE. AORRR, SR
*: 3,000 Ix - 0.5 W/m*

3. AR DHERHARE. EE
(HERREA BRI
HE ThAnRT 2] 1285,

(EEE)
Bl ThARXTFH ) 12k 5,



V. si%lI-Bid 21EE

| IV. 8HIcB3 25 H |

1. &l
(1) FrnX5
FENRREESE, JERL
(2) BHIDOHER KR UMK
X =
B4, T P meE | R ) ES
(mm) (mm) (mg)
P LAH ODEE | HFEOERMAY DL | miss : 77 (ER) ”
7.5mg EFWO GRERTD |, x| 26 | 9%
FRAT ODEE | ooy s e | [rezn) [(a100) o
15mg EROERAD DFEEE | == (%) 3.1 170
'H-ijj OD ﬁ% %Eé@%ﬂﬁ'ﬁﬂb O)IE% ] 7.4 3.1 '(f/‘J 160
30mg AREF S \OP39) (—in) ‘ "
B LA TR 1% | D 3V 0 TR
(3) #EAlo—F
ARV
(4) BEOWHE
MUMER R L
(5) ZNfth
AL L0
2. BEIDOHEK
(1) B GEERS) OSERUVHMAE
R5e4 HEhE sy WO
v e PN E ey o ilkia—2Ax D-<wr=F
FAPZS BE 7. 5 L . N
VA 7 OD $€ 7.5mg | 18+ N7 X 2 7.5mg Tl REHEE Fn s o e
4275 0D §E 16mg | 18T hA AT X2 15mg | A« AU E=AT 03— Gedif Afti)
wERiY, 7 ARE Ry A7 T —X |
#2527 OD §E 30mg | 188 hAAFH L 3omg | VERIAYT VTV HE 2 BT VI=T A
L—F%, AT T VU~ T R T A
HEARFY, voERaTT T Rk
o 1o NP a—A bR arilkilo—XA,
B AR T R 1% 1g ¥ b7 % 10mg BT 1 . %8 2 BT LS = A
E3
(2) BREFDRE
PPN
(3) B8
A= ROV
3. RTHBRREODHERRUVERE
2 LA
4. Al

A Lg



5.

BAT DRTREIED & 5 3RHY
BANIRAET 2 WTREVED & 2 I, AR BRI R Th 5,

| IV. 8HIcB3 25 H |

6. HEDEBEHTICEITAREM
(4L X7 OD % 7.5mg. 15mg. 30mg D&RE %)

10.

SRR O FEE PRAFSRM: PRIFIERE PRAFHIE i 5

EWIRAFAER 25°C 60%RH 36 &5 H Bl L
- PTP+7 L3 bt —
iR 40°C 75%RH 6 & A el L
ANET: | iin

Wl mE 30°C 75%RH A emp | KoM, BIZOMK ?)
- (15mg #E., 30mg HE) 2
|, |mewtzeomo| FIAETOV L Gomm |
R ) 7Lt = | =
9 wsenaoez 7w | VRIS T g0 en)

HEEH - MR Ko,

b) 3,000 Ix - 0.5 W/m?
<BE>

THER » 1 7 VA O BECHERAE TOLEMRBRITIEIIOWT (FH) | CEARL 1148 A 20 B AAYRBEREAIAIZ)
A AR BRI ORIl EEIC ISV T, BEOES Y (W) L3 T TS 30% L ETHAED 2.0kg HLL

EogGE EE&hTnd,

(HLRHEEH 1%DEEMHE]

W, &8, W%
a) 30% L EOBIEIN N &R L2356 THE O T ) L fi# L2 K T L7z 2.0kg L EZ#ERF L7- (1kg E=9.8N),

ULSRSMHE T T

T4 NVATEST)

(180 %7 1Ix * h)

RO ey prp— e P

JETTEp——. 25C 60%RH FUTF L 36 @A | 2L

A Bk 40°C 75%RH R =F L R 6 5 A Bl L
e W AT —1

st | e | DEEOETUTROC) e oy | B00RERD |

RIEEE < PRIk, A5,
*:3,0001x - 0.5 W/m?

RELER VAREORENE
FAAPSA

&l & DEEEEL (WMEBIEFHEL)

P LA ERL 1% & OHFRANTHRENLHH & ORLEZEILOFEMAZ TXIT. HE 2. TOMOBEERN

DOIEIZEHL,

petanficd

R, S, RIS

H RitaaBRiE (8 KuviEk)

=% - A%

(M

TIENDELRSR - AR, HEIERLERS - ARICHT H1ER

A% L0
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(2) a%
P A OD $E 7.5mg PTP : 20 & (10 ££x2), 100 #& (10 &< 10)
A7 OD # 15mg PTP : 20 & (10 ££x2), 100 & (10 &< 10)
%L A% 0D & 30mg PTP : 10 £ (10 #£X1)
B AR KL 1% TTAF v 7R bV 30g

Q) FPHREE
A% LR

(4) BHROME

iongd HETERE W
52 H 0D §E 7.5 Iriens RIzFLo, TAIHE
BE (.0mg s
v (= ¥
H 2 A % OD $E 15mg PTP PTP>—F | RYU 7w V. T
ara Ry I L
TR — RUxzFLo, PAIEG
#4527 OD §E 30mg
PTP Ry Tav Ly, 7
Ty o7 iR =R = P
AT JERL 1% TTFTAF 7R RV A2 FEYTFL
R L RYTF L

1. Bt ShE2EHMEE
B R L

12. ZDfth
AR/
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V. ARICEET HIER

1. SHEEXITHER
(LR H OD %€ 7.5mg)
J— TR PREEE DA ORI PR IE TR A4 70 DA BT 5 RIRATH
Jb— TR PREEE DA ORI PR FE TR A4 7o 2R 12 30T D (R AT
PURIR R VT o ANl A S WIEGRE (SIADH) (2B 21KF F U 7 AfED S E
EREPBECHEARLTEBY . 2o, BEEEOHKEE D E T YA REIEZ 53O 5 Ju& o T I
(H LR A OD £ 15mg)
Jb— TR PREEE DA ORI R FE TR+ 70 DAREITIT D R AT
PURIR AR VT o AN A S WIEGRE (SIADH) (2B 21KF F U 7 AfED S E
EAREPBECHEARL TR, 2o, BEEFEOHKEE D HE T Y AR EIEZ 53 MO 5 Ju& o7 I
(LR A OD £ 30mg)
PR R VT o REA 5 WIERRE (SIADH) (2B 51K F U 7 AfSED S E
RFEDBEICH R L TR, 2o, BEFEOHREE 2V Y B RE 258 M0 5 o o7 I
(LR B EBHL 1%)
Jo— T FIPREEE DM OFIPRIECHRA 53 70 ARSI B IR IRATH
Jb— TR PREEE DA ORI R FE TR A4 7o 2R 2 30T D R AT
PURIR AR VT o ANl A S WIEGRE (SIADH) (2B A21KF + U 7 AfED S E
EAREPBECHEARL TR, 2o, BEEEOHEKEE D HEOFE Y AR EEZ 53 MO 5 Ju& o7 I

(%]

OD §& 7.5mg. kI 1% OD §& 15mg OD #& 30 mg
IDARRITET B IRIEATE O O —
FFEZR I B0 B IR TR O — —
SIADH (28 21&7 F U ¥ Al jiE O O O
WO ERENEZ IO 5 [T O O O

O: %D, —: ZhEER L

2. DREXIIHRICEET HFE

5. DRENXIFHRICEET 5FE

<SIADH [Z &+ H1EF b 1) D LMnfE>

5.1 AFNZ, PRRANE RS WEMERE (syndrome of inappropriate secretion of antidiuretic
hormone : SIADH) (Z2W T35 ik4a bOEAIO S & T, SIADH & 2M S/ Bk b5+
HZ L, BENCHT-TIX, &HO TEATEF L # B EEA PR RO IR 28 S 2 N T
REERERE T (2 B9 DA AT JEBE N Y 7L L R RE (SIADH) OR2WioF51& | FHa2sRT 5
z&,

5.2 KorHFRZ 520 L CHAKT b U U AMAENEE L TWOAaWEAICOR@EHAT 5 2 &,

(figan)

51 [EAFBE AR MBE HETER B IRFZE R MK T AR (BT 2 ANSEEE N
Y7Ly hriisREE (SIADH) oo F5& V) & 25 RIEE . SIADH & 2l S iz B8 ok
TR U AMIEDOKEDHRIIAFZEH L TSN,

52 WD R U w7 AMSE TIX, AKOEEEIRIZ L VKT U o AMIENSET 25 E608H 0 £3, K
FNZ X HIREN LB L 704 SIADH 13, BAOMEF MU U AEEOMIELLEL LW E DD,
BEAFOIRH (FITAKDEEGIRR) T N Y o AMEDSSE LRWEEIZRY £7,

(V. 5. (4 1) @SIADHIZHBIT LK b U v AMAERE ] b TSI,




| V. BcT 2EA |

ERBAEBHZEEOSEE>
53U TFTONTIICHEYT HLAICHAT L2 &,
- R AFES 750 mL UL ETH D Z &,
- BATEPE R 5%/FELL ETh D Z &, BARRBRICIT, WE AT 750 mL 2L BT, BA
FEOBMPRENEHE SN LBEEZHAANTZ, [17.1.4 28]
54 % 5BAMGEEDO 7 LT F =07 U T T v AN 60mL/min Al OB ZI T DAL OV A VE TS

LTV, BRI, BE5HBHEO 7 L7 F=0 7 U7 5 0 ZAH 60mL/min LA EOBE ZH#
FANT=, [17.1.4 ]

(fiL)

5.3 AHIOFE MAREE KSR (TEMPO #BR) 1%, BHEREN AR 72 TW T, o, ME AR RIS
HMRLTEY, KRB AR2Za0mERBEEEREFICBIT T2 REOb 8 (VLT F=22)
7 7 v A Z60mL/min 7> OB AR = 750mL @ 18 5% X% 20 %025 50 i E TOEL) gl
LTWET, AFIOADEDRHR I TV AL, BB AN 750mL UL ETHY | o, B

H

BRI E DR 5%/ ETHLEETH D70, IGRIMGENC, BAEBEZIE L, HEikits
THERB S TZE W,
(V.5 (4) 1) QFREMREBMEZRMED O JEEE] b IZRITZS 0,
5.4 AHN O H MARER AR (TEMPO #BR) Tid, HERBREED RFF S TV D BE 2 A AN E LT,

Z DO RENET LIZBE R OGEREE 245 E LTRELT, ZNE0RBEREICE T 2 AL
O BMEITHESL STV ER A

(V.5 (4) 1) @QFGEOEEMELREIED S JEERE] b IZRI7ZE N,

3. AERUVAE

(1) BERUHAZEDMHR

(DR ZIZHE T 52REETEDIEE)

WE. BRACIZ AT E L LT 1bmg 2 1 H 1 HRO#%E51 %,
(FFREZEICE TR EETBDIHE)

WH. A M ARTHZ L LT T7mg % 1 H 1 EIRAOKEET S,

(SIADH (28 1+ & F b 1) 7 L MfE)

W, RAIERAATZ L LT T75mg & 1 H1ERAOKLGT S, HEICSET, EE LWET
NU D AREIZET D E CEBMICHETE S, B, BEOREICKVEEHEKT 22, ke R
1 H60mg £TLT 5,

(BEEBAEMEZERMED S REOLTIHOEE)

WH . AT VAT H L LT 1 H60mg % 20 (5] 45mg. 4 J7 15mg) (20 TR D& 5% B
95, 1 H 60mg OARET 1AM ERS L, BRERDDHA1CIE. 1 H 90mg (B 60mg, 4 )5

30 mg). 1 H 120mg (8 90mg. #J 30mg) & 1 BREILL LD Z 28 CEEPEHICH R+ 5, 2B,
AR U CHEEHEET 225, /=T 1 H 120mg £TET 5,

(%]

BEHE BrE5=
DAREICE T D kT 1H1[E | 15mg
R 28 (23 ) B TR 1H 1A |7.5mg

BHAG A& 7.5 mg
- 33 1 I . s
SIADH (2B 21K MU w7 AmfE| 1 H 1[0 (WABE|ZJE U C i) 2o B 60 mg

Bt E 1 B 60mg (F 45mg. 4 7 15mg)
WYL EAREMES RO O T 1H21H ) 1 H 90mg (5] 60mg, % 7J7 30mg)

({4 1 H 120mg (84 90mg. # ¥ 30mg)

(2) RERUVAEDHRTERERE - R
O —THIREEE D ORI IR TR RA A+ 73 70 DA RITB T L T &

55 A R OB ITARRRER DG R A B E 2, MIEAOHEZRE LTZ, (V.5 @) 1) OLREICEIT D
RN B DS W)



| V. BcT 2EA |

@ —TRIRIEE D ORI JRIE TRRA A5 72 P I D T B
AR OB IR O R A £ 2, MEROHEEZRE L, (V.5 @)1) OIFMZEIZBIT S
R B DS M)

@TAR AR /VE AE G WEBRE (SIADH) (231 5187F F U 7 A MLfE Ok
IR O R LB E 2, HEAOHEZRE LT, (V.5 (4)1) @SIADH I[Z5BJ 51K~V
v I MEEH OIES )

@OEABEMBBITHER L TR Y 20, BABOHIGHE DSBS AARENEZ SO 5 Ju i O LT
il
BIHRBROM R 2B 2 HELOCHELZRE L, (V. 5. (4)1) QFREAMKEIELRENED S g
BEREDHZM)

4. AERUVAZICEET SEE

7. BERUVAEICEET 535

(IDTFERUFFEZEIZHITHEEETE. SIADH IZET5HEF M) LMAE)

71CYP3A4 HEA] (A hTaF Y —, TraFy—i, 7570 2a~vA %) LoERITETS
ZENEFE LV, RUEFTIFHT 25613, AAOHEES 5 VIR END OBis/ E 2B E S
5z L, [10.2, 16.7.1-16.7.3 /]

12 K OPER 2R T D72, FRIPICRGTHZ EBREE LU,

(fi)

71 AFNE, F & LTRGBS CYP3A4 TREf s s EEx b TWwWET, CYP3A4 BHEMEMZHT
HA RTaFS—, TaFS—L 75 R, L AR B LA . AFIORHAR
FLE S AR O MERREN LR T 28ZN08H0 TTOT HHICHZ> TIEE L T E SN,
R EETHHT2EAE. ARIOBED 2 WVIMEAEN S ORMBR EEEZE L TIEE0,

VI 1. (HQHBEDNZENEANICEDIHEE) ] OHL I ZE0,

12 AFNIARIRERZAE L THEY ., REZENSEET, AFOERFGEMEZEETS &, Fridic

BHETHZEICLY, KRIOPEREZEITOND EEZXLNET,

(DR ERUFREEICHEIT 5K ERTE

13 AANIKPEME AN S 525, MU U AP AZ ISR 2 Lnh | oFRHE L—TFIR
B, A THA RRARIE, 1y FAT e 38 %) LHHLTHERT 22 L, Z2b. B MUFEME
F RV U LFRASRTF R EOOFHRERIE 2,

TARIRITRE AT AR LB T & G2 I35 2 &, JERIHRL ORI T 2 80T MEGR S
TR,

(figan)

1.3 AANI AP A NS E L OO F ~ U U APRMITENS S E A, DREKRONFEZEIZIB T 5 IKHE
Frg Lo U CEIN C % L 72 55 MR RS AR AR Tl fhOFRIEITAF OB M5 TEM L TWE T,
L7edi o T, ARABMTOBIRERITZR < ZOFRERCLZEMITHLL TWEE A,

L DOFREE OL—TFIRIE, A THFA RRFRIE, FL7r v RATm U3E) [RRICBODTOR?+
T RIRITREIREENFET 25810, AFIEZHEH LTI 7Z30,

7p 8. KT L OGN HE B NAGREF £ COENEKRRERICB W T, & MWEET U 7 ARJRRTF R
EOOFARERIZH D £ A,

7.4 AAFNX, tOFPRIEE BEE L THIRIEITEDREBO 51D 9 - M LARERE ORERIT-E TR (TR
HEE, B IRAS R, ITRER) M OVITREZE B ORI AT R AT R, (MK &, MEPE. TR 2068 L2,
JERIY R OHERFIZBE T 2 A MEIIHERR L TV RN 2 & | IRIRATRPT AATH L L7255 A 1%, AA|
DG ZFIEL T X,

(DFRERIZEITHKKITE)

75 MEFT MU 7 AREN 126mEq/L Al O B, SPGB MAEE OO 14 E L v S
LEBE, g, MG MY U ARENIEFIHRAN CTEMEORE ICESG T 52561, & (7.5mg)
MO T 22 EREE LV, [9.1.1, 9.1.3, 9.8.1, 9.8.3 %]




| V. BcT 2EA |

EEEAR T N U T AME (IEF R U U AR 125mEg/L R0i) OBETIE, AMARMIIET R T A
FEOEFICEY, RBEMENBEEREZ BRI 2800 £3, £72. @lmE. KEE, SR
JE72 EOBE T, BMARRIRICE S 20E MR IMIEEORAIC LY MikEfkEEs 7L, &7 ) A
MAE, OAFESE, MFEZEZR COEEREWERAZRELT 282N 0 | Al 6BR I & O 1358 T
HRETHDHEEZONET, £/, LDARICE T D IREIFREICR D EAREREORKER LY, &
BFEEITMIE T B Y 7 AP 140mEQ/L PLED X 5 RIER BN CEiE o B2 15me T 5% Bl
L7z8A. AR CTORGEMBICHTE T N U AMEORERNE N ERNMERINE Lz, Lz
Mo T, AMARMEST M) U AREO ERCFEERMFEEORIC LY . EEREWERREEY X7 O
BRI L TR, EOFIRIEAOH VYR (7.5mg) NoEGERBETHIZENEET LN EEZIOLNE
RS

(FREZEIZHITHKRITE

76 M5 T b U v ABREEN 125mEq/L R0 BE . SR MERIVERE ORI £ L 20 & HBr S
HBEICERGT 2561, 8 (3.75mg) oG TAZ ENAEE LY, [9.1.1, 9.1.3. 9.8.1 &
e ]

(fEwt)

EEART MY U AMSE (IEF b Y U ARE 125mEg/L A&if) OBF TIE, QUMARMET U U AR
FEDLERICEY ., REBEEMBERFZEETS2BE00H0 ¥, /o, @fnd . (KIKE, BIREE(L
JEZ2 EDBETIE, QIMARRIRICH S 2ol 2B IR REOBA I L migRiEz <~ L, @7 FU v A
MAE, (DFEE, EEZE R EOEBLRBEMZ RIS 28NN H Y . SR IEER MAE RO 1358
LHRETHDHLEFZEZDNET, LR -> T, QRMIET b ¥ AREO EFR-CIEER MAEE ORI X
V. HERBEWEMFERD 27 Om0@EEITH LTI, KORRER OV ERE (3.76mg) 7 bk5 25
BT ENLEELNEEZLNET,

(SIADH IZH T 5HEF ) D LI fE)

7.7 135 F b U U AREN 125mEq/L KO BE, LOESOHCIEF ) U AREZHET 248D
HHBEE (KA Y U AME, KEE, 7Ta— i, FFREES) ., Q%R nEEORD 2 i+
L e EHIl S b BEICEE T 55413, & (3.76mg) 2 OLAT 2 Z EREE LW, [9.1.1,
9.1.3, 9.8.1 &#]

7.8 (il H OARFBE R 64 H OB GRTE CIZImiE T U w7 AREN 5mEq/L BL E ER L7254, %A
TR LW Z ERZEE LU,

(FEwt)

77 @ERES MY v amiE (EF FY U ARE 126mEq/L Klil) OBETIE, RmET M v
LRED ERIC LY | REBEMEMBERIE 2 BT 2808 HY £, £, ERADTA T A
VRO & LT RulAmig T b U 7 AR IEIC & 21RFEMEBBEERRED U A 7 535 W
RehT58EL LT, KDY v AME, K%, 7va—nda, FEERENPETOATEY,
INHOBEFTIVELHICMET Y U LAREZMIETDVLEOHLEHEEELONET, FIZ,
rln g RARE, BIAREE(LAE /2 & OB Tl SURZARRIRICHE 5 Sol 22 E BR A% B O LV ik
Bz &=L, @ U o AME, OFFREZE, MR COBEERENEMZ BB T 2820015V .
B RTEBRMAE RO AT D RETHDLLEZXONET, LIeh-> T, ARmEST MU o AR
FED EFRCREERMAER ORI LY | EELRBEWEMIILY 27 OfmOEBE I LTiE, LW FIRER
DR (3.75mg) NoHREEMT LI ENREELNEEZLNET,

7.8 fil H OAFBG-Hi7> 5 4 B OFEGRTE TIZMET B U U ARED smEg/L UL R L7561 R
RUTHRALRICHEICHET M) v ARES LRSS AREMEAHL7-0 YAOHERIT LN &
WEELWEEZONET,
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(BLBAREEZREDOSKHE)

19 EHEMER ZRET D7D, X HFOBGITER 4 BRI EZ2 T2 Z EREFE LU,

7.10CYP3A4 FHEHR & OPEMITEET 25 2 E WL E Ly, LA S THAT 285813, TREZSBBEL, A
oM EME 4175 2 &, [10.2, 16.7.1-16.7.3 Z#]

BULXRIEHEED CYP3A4 [REAIE DGR | 58 N7% CYP3A4 HEHI & D HARED

BEORZRVAE DRERUVAE RERUVRAE
(BEHED 12 2) GEERHED 1/4 8)
1 H 60mg (3 45mg. |1 H 30mg (] 22.5mg. #J 7.5mg) 1 H 15mg (3§ 11.25mg. 4 5 3.75mg)
475 15mg)
1 A 90mg (%] 60mg,. |1 A 45mg (&1 30mg, % J7 15mg) 1 H 22.5mg (8] 15mg, #J7 7.5mg)
4 J7 30mg)
1 H 120mg (1 90mg. |1 A 60mg (8] 45mg, % J7 15mg) 1 H 30mg (] 22.5mg. %75 7.5mg)
4 J7 30mg)
(fi)

19 AANIAFIRIEMZA L THEY ., REZBENSEET, AAIOERFGEMEZEET S L. FriTic
BeHET DL, HROEREZRTOND EEZLNET,
710 AL, FE& U THFREIEESRE CYP3A4 TR SN D EEZE 2N TnET, CYP3A4BHEERZAT
5 IRFNL B 2 AK & O LI25A . AFIORBNILE S, AR OMmEEFREN LR+ 58208
bV ETOTHMTRET S 2 ENEENE T, LG TIHT 25481, CYP EEHORREIC
JGE U2, ARBNOWED D WVITEHEN D OB EZ2EE L T EE0,
FHEAERIZBEIT 5 FDA © K7 7 A X2 2% Y website**1281F 5 CYP HEHIOSEIX, )
(AUC 23 5 LA EHEIMXUZ 27 V7 TV AN 80% A HIE T, A hT7aty—iu, 77 Aa~vAg
TUEE) HEE (AUC 2 2 5L E 5 (BRI OMINULZ VT 7 0 AR 50~80%IK F, =V An~
AT, PVFTELE), 55 (AUC 2 1.25 520 E 2 f5RIE O SUL Y7 VT Z o A3 20~50%
KT, YaAZYS =)L, VAFPUE) LS THET,
R NIC BT D BEAEHRBRICIB W T, 7% CYP3A4 OMEEHAAT L haf Yy —
200mg & M7 & 30mg OPFHIZE Y | KAID Cmax XN AUC IZENLZEI 3.5 KN 5.4 %L
RolzZ D 14 BE~DOEEZRTELE L,
F YA ARBEE S FEME D 5 JE ORREB N 51, D CYP3A4 FHEFNC A S 5 3HH| D
MEEARBRIIERL TBY FEATLER, 7 haF Y — L A LERAORBEND, FEED
CYP3A4 (HEANZ DB I N FEANZB W T, FDA ONDFEICHY T 2ENRBO LN LD EE X
LNFE LT, BB, RUHPEEICOEINIERNZBNTY, MAATH ATKT 2 BT AN &
D —HTERNEBZXONETRH, PEEOSEREEE (717 7 A0 50~80%KT) Ol (7
VT T2 A0 65%IK N IZHY T 2IAZHET 5 L AUC 2349 2.9 f5[1/(1-0.65)] L 72 5 Z L v
HAERE 3590y CYP3A4 [HAEA & OGFHENCIE 1/2 B~DOEZRE L X Lz, T 0% EM L7
FED CYP3A4 DILEERZAT 5 7 /13— 200mg & k37 % 30mg OOF FBR S B2k
WT, AHD Cuax XNAUC FENZEN 1.8 HEER N30 ERD E LT,

VI 1. () QHBENZENEANICEDIHEE) ] OHEL ISR Z S,
* AHAAEMICEET %5 FDA DA XA (19 H)

<https!//www.fda.gov/media/134581/download>
** - M HEAERICEET 5 FDA @ website (Table 3-2)

<https://www.fda.gov/drugs/drug-interactions-labeling/drug-development-and-drug-interactio
ns-table-substrates-inhibitors-and-inducers>



https://www.fda.gov/media/134581/download
https://www.fda.gov/drugs/drug-interactions-labeling/drug-development-and-drug-interactions-table-substrates-inhibitors-and-inducers
https://www.fda.gov/drugs/drug-interactions-labeling/drug-development-and-drug-interactions-table-substrates-inhibitors-and-inducers

5. ERERRLHE

(1) BBERT—2/\v 75—

| V. BcT 2EA |

e - S FHME RO X
x| Ao KR L N A T E
B5| (e G120 PR U - T ) PO | T
(G S E)
ek A B (56 B) |3EdmEhlie, 3ETrIMER. Ltk N
! GEEHE 5 : 15~120mg) O (DHERID)| 2,3
faERERk N B (18 1)) | 3EdpmEhfie, 3ET1rIfER . L4tk N
2 SO (HiEI# 54 7 A : 30mg. 60mg) © (GiEEm) 3
U EEERR B ME (18 ) | SR Eh e, SN FAER. LetE (HEE N
3 (=) 5. WEE5%7 A 90mg. 120mg)  |O COTEFID) 3
4 EFER A B (16 ) | RFOFE (HEHR S : 30mg) © (LMETE) —
5 R AT (20 ) | BFORE (HEHS : 15mg) © (LEEE) 3
6 fEFERR A B (30 ) | ZEWEroFR%&rE (Fa#& s 7.5mg) © (HEEE) —
Rk A B (30 ) |ZEMENRE, FEFMIMER, Btk N -
! (HEEE 5 : 5~60 mg) O (LT
8 R N B (8 ) |HpEhae, Z24tE (8 H : 30mg, 60mg) |O (L47EH) —
9 R N B (24 1) | ZpEhaE, 224t (28 H : 30mg, 60mg) |O (LM4E7#EH) —
R N (40 1) IWpEhfe, IEDFEMIER, Zatk N -
10 (HEEE 5 : 60~240mg) © (LA
faE Rk N (59 i) SpEhfe, HIFRIEN. Ktk N _
1 (R 180~480mg) O (LR
12 R A S (64]) |RFEOFE (HEHERS : 30mg) O (LMETE) —
WERER A B (49 () | AN & FIAZ % & Ui R FORE . B
B 1 s (HE[E 5 : 30mg) © (DAL
14 | () fEFERR N (14 1) BFEOFE (HEEE : 60mg) © (ADPKD) 42
15 faEFERk N (58 fi) BFEOFE (HEEE : 90mg) © (ADPKD) 43
R A B (661 |FEXMHINA AT AT YT ¢ N _
16 (RS : 30mg) O (LMETE)
RN (14 5]) | A A7 ~A T E U 7 e
17 (BEE 5. : 30me) © (LEvEE) 56
18 AT (12 F]) |~ AT & (HEES : 60mg) © (LEvfE) 62
19 fEFERR A (172 1) QTc I KIF+ % (5 H : 30mg., 300mg) |© (OEERE)| 10
20 ADPKD HB# (20 ) | BHiE~0F 2 (8 H : 60mg) O (ADPKD) —
SIADH 3 (30 f5) |[IRAEOIEYBIEE - 3KI1FEM
21 (H[E# 5 : 3.75mg. 7.5mg, 15mg) O (SIADH) 9
99 | MR KL (fEFERRA (51 1) i & PERI DR (R E% 7 H :60me) |© (LimiE)| 65
ﬁ’% . %%‘k% X [ S =Y B .
23 (AL X pEERE (37 #) EpEhre (HEEE : 60mg) © (ADPKD) 66
WA (24 B1) |7 k=T b & O EIE e
24 CHEE S : 30mg) © (LvMEyiE)| 44
R (20 $51)) TL—TFTN—Y Y a2 — X L DA N
25 (KIS : 60mg) © (LMEyiE)| 46
feER A (15 f1) U7y ey e OMEER N b
26 (KI5 : 240mg) © (LvMEyiE)| 44
97 feER A (15 1) RoARZ T E DAL 1 O (D 47
B S 0 34 (HE# 5 . 60mg. 90mg)
28 | ety [FAOAN BOPD - m iR BT PR 2 © (LA 48
A0 H[EEY : 60mg
9g RENREHE (2261 |7 IAF v L OMEER © (ot 49
(HE#% 5 : 30mg, 90mg)
2 WA @8H) |77 ) L oA o (ot 50
(13 H : 60mg)
feERRERR A (14 $i) vaxy L OMAER -
31 (W 5B 05 A : 60me) e
B AR 24) | 7akI FEe FrZenF 7Y ReED N
52 AR HEEES © 30mg) O (L) 52
BOHARR |9 AReRE  |HEKSH, 22t N
3| (@) (122 i) (7 A : 15mg. 30mg, 45mg) © (LRI 15




| V. BcT 2EA |

. - ; A O \
RER | RBR O pOE- T E e e . e 51 ik
=g NS = BEBE
B5| (e G120 PR U - T ) SHEO | g
(i E)
KA PRI ST IEKR | HERR, Zett
34 ZETHEERRE | (98 : 15mg, 30mg, 60mg Mit) © (AFMEv#IE)| 11,12
(24 1)
e B D RFREZE R | HHEROGME, et (7 B : 7.5mg, 15mg. e
35 = (104 f5) 30mg) © (FFMEiEiE) | 18, 19
ADPKD #%# (19 ) | HEHER, etk B
36 (&5 : 15mg, 30mg, 5 A : 30mg) © (ADPKD)
I oML ARERE |G L B MATEEE~DRE L2ttt - _
37 (14 ) (HE[ELE S : 30me) © (LAERIE)
S oML AREBRE | BRI O, BF0/ER . SR ERE, - B
38 (40 ) ekt (7 : 30mg) O (LR
DARERE (172460 |WEIIRERAEIC 3 28058, it
39 (E [ 5- . 15mg, 30mg, 60mg) O (LMEEE) -
(ECLIPSE 5]
JFREZ IS IR b | HERRR., Aok, Zatt, Bk
40 | AR |V U AMESRE (13 B : 5~60mg) O (HEEE) —
(HEsh) (45 f51)
Al ADPKD /B4 (11 6l) |HERR, Latt (HEES 15 mg, 30 © (ADPKD)| —
mg. 60 mg., 120 mg)
ADPKD #B# (37 4)) |HEHER, &tk -
42 (5 A : 30mg, 45mg, 60mg) © (ADPRD)
ADPKD #£%# (29 i) | S XA EOBHRE~ D _
43 (338 : 60mg., 90mg. 120mg WiHy) © (ADPRD)
14 ADPKD (25 ) H;)jtﬁﬁgmﬁé%@%ﬁ%ﬁ (7 B : 120mg/ O (ADPKD) 3
BIMERER |9 o MDA 2BE HHEORIE, Z42% (7T H @ 15mg) o
9 o MMk LA A B | AR, Epdhne, ok, 2atk -
46 (20 1) (7 H : 7.5mg. 15mg) O (LAERI) 4,5
) o fMMELAREBRETHEBLDEEMEL 30mg ~DOHEELH R
47 (68 i) (7 1% 14 B : 15mg fk#i. 30mg 8 H B |© (LEEME)| 25, 26
N =R p::9)
V- I8 2 b, KA 7. _
48 HE(;J;Z ?{DZDHHEA FIHIEORFE, 22t (TH : 7.5mg) © (iFHEim)| 20, 21
MK 255% 2 RTFZE BB | B O . SRIENRE. A0k, otk o
49 (40 1) (7 A : 3.75mg. 7.5mg) © (FHEFID)| 6,7
MEAR TR D AR B 7 B 22 o %aelt s 15mg ~DOHEREH
50 # (51 41) (7 X% 14 H : 7.5mg fkke. 15mg8 H B |© (FFrEEsE)| 27, 28
D HER)
51 ADPKD ## (17 ) |Zatt, Atk (34 : 30mg) © (ADPKD)| 14
59 ADPKD B4 (13 ) | ez, Atk (RUETE KRS % T : 30mg, © (ADPKD)|
60mg. 90mg. 120mg)
ADPKD #% Ak, A ehi (BUEIR7E KGR £ T 60mg,
53 (135 f) 90mg. 120mg) (TEMPO EXTJ i) © (ADPKD) 29
SIADH #55 (16 ) |BZMEORGE, 22tk
o4 (30 H : 7.5mg. 15mg. 30mg. 60mg) © (SIADH) 24
- | ‘\\ \/\'% =R ,j,l?\ 2 /N . ~ . _
55 9(;5JI1[;JF)$LT£M% AR, Kt (13 B 0 10~120mg) O (ot —
I oI OARREE | HERIOE, Ktk R, _
o6 (254 ) (25 0 : 30mg. 45mg. 60mg) O (LHERIE)
S OARERE B19|HENKNGH, et (F&E 61 H : 30mg. - _
T | mmamskem | ) 60mg. 90mg) [ACTIV 3H) O (LHERIE)
(HESH) I ol LAEEE | BRREGREOFEME, Zatt 644 : - B
o8 (330 f4il) 15mg. 30mg. 60mg) O (LHERIE)
5o ML AREBRE | 7ok I FOERGERE A, Z24M - _
59 (83 ) (7 A : 30mg) O (LR
9 MDA R = RFE A~ VL g2 ‘/
60 I ol LARERE | EBIRRMAB~DOHE, oMt O (ot —

(240 )

(14F : 30mg) (METEOR #&5)
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=t = 3 FHEE RO X
RER | RBR O pSEYIT ED - . i 21 FH ik
B (EHEH) e ) PRI (i - D PEEHO | g5
(38 I i)

APt HWMEORGE, etk N _
61 (4133 #i) (60 ALLL - 30mg) (EVEREST st | VBT

ADPKD #B%# (46 ) | HEE . Lot (kK 4 4-:30mg, 45mg,
62 60mg, 90mg, 120mg) © (ADPKD)| 13,14

(TEMPO 2:4 25

ADPKD ## watE, A2k (2 480 L - 60mg, 90mg, _
63 (1083 ) 120mg) (TEMPO 4:4 X5&) O (ADPKD)

KF MU U AMER | B MEORGE, 242N (30 H :15mg. 30mg. B
64 % (205 f) 60mg) (SALT1 345) O (SIADH)

KF MU v AMER | BIEORGE, 241 (30 H : 15mg, 30mg, B
65 % (243 ) 60me) [SALT-2 #H] O (SIADH)

BT b v AMSER | BR#ZLeM (KR 21438 : 15mg. 30mg, B
66 # (111 1) 60mg) (SALT-WATER #5t) O (SIADH)

EE O EE N | A, etk
67 OIEF R U w7 AfdE | (30 B : 15~60mg) (INSIGHT #5:] |O (SIADH) -

B (57 B

FFRPEIRT B U 7o |2t A2 (7T B :15mg, 30mg, 60mg) B
68 EE (124 1) O (SIADH)

BB | ADPKD 2% (1445 | BMEORKRGE, 24 (3 4F: 60mg, 90mg.

69 | (mgssti) | @1, DA 1776 |120me) [TEMPO 3:4 35 © (ADPRD)| 22,23

(2) ERPREEIZER

)

@

fERERR N (HERE &G, A& 1) Y
fEFERR N B2 %R e LT, A ART X 15~120mg Z HERE O G LLeME2Re Lz, A
EHELT ML RT X R 42 7 21 41 (50.0%) THREL L 72, 77 B AREETIE 14 17 2 41 (14.3%)
Th o7, AERITIE, 90mg B % OF 120mg #EAY 6 6+ 6 41 (100%) . 30mg & 12 6+ 5 41 (41.7%) .
15mg #EK O 45mg #ERWT LD 6 FilHh 2 41 (33.83%) . TH Y, 60mg #ETITAD Lz o 72,
MV ART B CRERIRT 3BILL EICA DA EFGE, 1B 8 ], SJNHIAZK 4 ., MmikiZEE E
i REREE IR OSSR A 3 Bl CH 72, 30mg BED 1 I CEELRAERES (REL, #HRIK)
DL L2208, FchefIC 120mg £ CHEIR D& 5 AEETH > 72,
FEPEERE : LA O 4 5 AR

Kim, S. R. et al. : Cardiovasc Drugs Ther. 2011; 25(Suppl.1): S5-S17.
fEEERR N (7T HEIER DL, RBRES 2. 3) ¥
RN B EZRHR E LT MR T 2 30mg X (P 60mg % 1 H 1181 7 HMEROES Lo
B MR MV RT H R EICEREIEIIRD DR o T, T B BRKE B G% O FEOERIT,
R GRE L D OIS T DA N AL b DD, ZE LIZFIRSENRRD bz, Btk
DN, BRICHBEE 22 RERSORIUIRD SN, KERGICL Y BBRIENT S
BERZR LR,
R A BMEEZ G L LT, M T H 2 90mg KO 120mg 4 1 B 1[0 7 BSERO#&S- L
TG R, L B AT H PRI EFIRBICE Lz, M NTH 03 90me M Y 120mg D L AE #E
HRpIZIL, HEE G AR, BP0 % b7 W KFIRIER 277 L=, 120mg TO
24 FEMRFER B 90mg LV 00 L7z, 120mg OKEHR G THEFRORBILROHEMA
KON, AEFROZIIAREOIKBEERHIZESSLOTHY, WTNHLBRETH -7,
HARANERRASBM®ICKT D M7 200 1 H 1 [ 90mg Xk 120mg KBS OZ2M KO
BEMICEIT 0o T2,

Kim, S. R. et al. : Cardiovasc Drugs Ther. 2011; 25(Suppl.1): S5-S17.
I o MPELARRE (7T AFXER O, A& S 46) ©°
71t K 40~80mg/H 2 &5 L CHIRRITRENRD 5 b 9 oMt D ARERE 2 RIC, by
SNTH T 5mg X 15mg & 1 H 18] 7 BEE LT, SEER, EEhRe, Atk 0%
PR RE LT,



| V. BRICET 55 H |

Mg LT & T T.5mg REM O 15mg REIEIC 7 HRETCEMIRBICELZLEX2 bR
toQW&UAU&@mﬁﬁ@ﬁ\&ﬁlHH&@7HHﬁ_\Tm@%;U1m@ﬁﬁk%
DAOTED tmax DHFRAE, t1/2,, DOFEEIEITITE GHEH TEWIA DR o T,
JREDEENNL 7.5mg FEIZ A~ 16mg BE TR E < | X0 BRFRIFURIER i< Z & RSz,

SEIE L JRELE OZEOELET, &5 1 HBIZ 15mg BEO TN 7.5mg FEL D H K& 28
D Z R LT, RIZEEIL, 7.56mg B LV 15mg BFEO TR L D KRE MK TREH bz,
MRTEAIRPERE (FRVTL, BV TA ANV TA TR T 0, RPRE
ERRF 7 LT F = ORI EICEEE RIF ST, MG U o AREROMIERSELED 5
OREICHERGHRETEIALNR ST,

« REWAE, 16mg BETIE 7.5mg BEIC AR B A b i &5 R O3 X TOREE T 15mg
BEOEERPDEIT 7.5mg BEL Y KXoz, WTFNOHETHIREIHEICES 5 - kAT R
DFERNT A—42 ((KE, HAFBFIEE, THEEE, Mo -if) 3L,

RITEFH O BIEIL, 7.5mg #F 50.0% (5/10 f5) . 15mg #£ 90.0% (9/10 ) Th -7z, &b %
<HBLT-BWERIZOYB T, 7.5mg #f, 15mg #EHIZ 4/10 ] (40.0%) THI L=, 2H=
FET 3 FILL RICHBL Lo A EFEGIL, PRI (661, b L7 F=8m (541,
$ER (B4 THotz, 7.5mg BEN N 15mg FEILICEABMEITRAFTH Y . WEEOLEMEIZIIKR

ERET R oT,
FENEERE ¢ DPETEIEIC 31T 2 B PR SRR
Inomata, T. et al. : Cardiovasc Drugs Ther. 2011; 25(Suppl.1): S57-S65.

@ FFeEAdRsE (7 ARRKER DG, RBRES 49) ©7
fLDOFRIEZ G- L TH | JEADRBO N DFEERBE Z X5, b7 Z 2 375 mg XX 7.5
mg & 7 AMREAFSE L, EFPREH LK OSEYE)RE %#dw_o BN M LR MEIZ DN
f%ﬁﬁd L7,
HEp R LR 2 PR IE, 7.5mg BEM N 3.7hmg BEHLIC 7T BRI CEFIRBBICE L E XD
:}mio Fo, KERSGICEX DT NCREBE L, Cmax&U AUCzam OFH)EIZ, 1 HHKLDNT
H H3IZ 3.75mg ﬁicl: D 7.5mg FECRE Motz
o RERDE, WEELICES 1 BEM ORI, MUANT X T5mg BECIE 7 B B £ TRk
BLTREA L, 3.75mg BETIL 4 HADLLIZE—EDHAD L7 o7, CT I X2 EKELOWE
PRI AR IS DS R STz,
JRENT 7.5mg BENL O 3.76mg B 1 HEH SN L7, 7.5mg BETIT L 0 ERFFIRIEA
NE Z EDURENTZ, KDL&, 3.75mg BETIX 1 HEH 4~8 W], 7.5mg T
X1 BHE 8~12 Bl Tl b KERADMEE/R LT, MEEHICRRE IR GZIIKTL, K
FIURVER D ERR Tz,
PR R U v AHEIEEIE, 7.5mg BEM N 3.75mg BEdkic, BERICKE B LR -7, I
HF MU U AREL, 7.6mg HECIIRGRICRN—ATA MELVIKTT5Z Lo, W
THNOHTHR—=RAT A 2T 12mEg/L ML E EF U785 1370 < BEMEIZ W T,
FIEEHED 155mEq/L BL | & 72 o IR &1L o 7,
r ST 5 3. T5mg FET 10% UL LIZRR O LN ZEIERIZ R, MEE T, WTitd 10.5%
(2119 f5) TH-7=, 7.5mg BT 10%LL EIZFRD LN ZEIWERIZ 08 33.83% (7/21 %) Th
ST,
FNER PR EE 61T D BRI B ER
Sakaida, Let al. : J Int Med Res. 2012; 40(6): 2381-2393.
©® HWYEMREMNEZHIED O B BE (7T ARKER DG, SAEANC L DA0E,. REBRES 44) °
HYLERBEPESRMED O JIBBRF 25110 M T X U % 8190mg 4 30mg. 7 B A # 5L,
JEMENRE, HE)FHUER R OV e 2 at L,
7 HEOmEF M7 RREE, AUCoan KO Cmax O AT, 6570 + 3230ng-h/mL &
716 + 344ng/mL T&H o> 7=,
7 HHO 24 KR EDOEHEIL, £ 7500mL Th -7z,
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HRIBPER QOL ZEE - 2 & ., YhadeRICB 28R/, K OSERMEEICET 2B/ A2 70
R T A UNEDOEALIE, BALD 2Dy T80 E 0> B I KIRO 2L &7~ U= 98 & Cilig A
<D BI, bAARTZ o OFRIERICEE L7ZBIERORBIZHE AEZNRKE WD & AURE
iz,

HUIFHRESNT, ZOMOEERAEFRLOEGHILCEST-HERELLRBD LN -
77o BRAEANCHIE L 72 D ERERAEE N O A Z VYA v OEENIRD b h o7,

FEPERL © B YR ETE S R O S BB B IR D AR SRR R

® SIADH /&% (HERO#&L, SMNEAC X 2k, #BRE S 21) 2

SIADH & %52, hA/XTF X 3.75mg, 7.5mg. 15mg # HEIFR O#& 5 L, Rp@he, %

BOTEA R O ik 2 st LT,

o MUARTHUEEHHD Cmax KON AUColT, FHEFIFZEI N L=,

o MRTZUEHHOMIET N U AREORKRIEINET, JREKR UK L FHBEIRED 5
N7z, Fiz, REITIKSIN & FRWVFERIZEERD BTz,

e RMUARTHL 375mg, 7.5mg, KO 15mg &£ 5%, MiET MY U AREOLHMMHIE (5
#% 8 I¢fi] C 8mmol/L LA EDZE{b, XUF#& 5% 24 RefILAINIC 12mmol/L PA EDZE{k) A3
b,

o NN THL 3 T5mg FED 4 BlZ, ERRICEERIMET MY U AREORD) (F51% 24 FF
BILANIZ 4mmol/L UL EDIET) 3o Hii-,

o MANRTEZUNIHT HRIEDEBREIC I W REL B D70, MiFET b U 7 LREO KRB
B, RE., ROUKSWZIL, "AoXT H D Cmax XN AUCS & FBESIZZR D b ho 7=,

o MNRTHLOREWNT BT 7 ANME, TRETIATONEBERRBR OB RO TR NS
DTHY ., Bl LZEEORMBEITRD bR o Tz,

FENEEE : STADH BH 1231 % B R SEBER R

@ fEFER A (QTe ~D 8, RBaE S 19) ¥
BEEERR A 25 2RIC, b N7 H 2 30mg XL 300mg Z 1 H 1[0 5 HRERERAFS L-kEE, QTel
OFHRID OFHEAC R, 7T 2R 285 SNTWBRE & RN R BB EZN o T, £
X7 XY 400mg F HEI K OSER D EG SRS ClL, 77 R 2 &5 S
£V QTel OGO DZALEITHFFINCH BRIEENRD Hivlz,

FENEEL : QTe 12 RIF T8

HEE  AFIOAR SN TODHEROCHZEEFUTO LB TF,

< DARIZE T B IRRITE 05 A
D@, A P ARTE L LT 15mg %2 1 B 1 ERA#FKST 5,

- FFEEZE L2 H5 1T B IR TR D5 &
Gas ., A AT H L LT T75mg % 1 B 1EROEET S,

WYL RO O R 0% A
D@, Wi, BRAIIE M ATFZ L LT 1 H60mg % 28 (5 45mg. 475 15mg) 124500 TR O% 5 2 Bis4
%, 1H 60mg DHET1HEMLUEREG L, AEMEND 5546120, 1 H 90mg (8] 60mg, 45 30mg). 1 H 120mg
(81 90mg, #J7 30mg) & 1ML EOMIMEE 22T CERMMICHET 2, 7o, BREMICE U CHEEHET 225,
EEHEIZ1H120mg £ TET5,)

- SIADH (Z51F 21KF b U U A MJED G E
M@, RAZIE AT EZ L LT T76mga 1 H1ERAKREG TS5, HEISCT, BELWIEF MY U LR
BT D F CEEMICHRETE S, B AFEOWREBICL VEEEBT 2. kEAfE1 H60mgEFTET 5,
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(3) AERICIERHER

O 2RI BT D INRETRE B GRBRE 5 34) W12
7ru¥3I K 40mg/ AL EE#FS L CH FRREESUIIEKDNZE D S35 FFEE % x5
B £33 12, "V ARTH % 15mg. 30mg. 60mg & MiE#5 U C, TFRGRIE K OWEKIC T
T AHENM KON, I ON B ERG 2R L,
RBRT A LhEaE. PR, SRR

xf % BETFORREZ P L CH, MEAKSUT FRRENGRD 55 T4 B
« 7t IR 40mg/BLLE (ROEE) 285 LT FTREBEESOUIEADRERD L
Yt
TR IR ALY < ABRRRE XIIARTRBR D 12 D ICBIEIBRIA) DK THRIRE £ TABE flhe/ e B

- AR 20 LA R 70 R (IR BUEE)

< PERI - AR
7ut I F 40mg/ A LA LR O OBEAERIRIEO ik - HEZBEM»OEE LD
2T, PAATZ % 156mg, 30mg, 60mg LWL T, ThFh 1 H 108, 4
%23 AT o®ET52 L L L, 15mg & 30mg O EHKEH (FHEHRE 3
HHE) QX IBBREOBREMRGHEZITV, THEVREL OEANKIZHER LIZGE
WZiE, BE5&TE L, FEEBRESUIEKO TN K- T AEEICIE. 8
MeE2S3ICHEER L9 2T, ROAEZ#RE L,
WK 18 14l
F I IE B

FFPEVRRE (T B R OEPARIE 12 &k D IEKEGEE) SEsR
Bl BRI

RE (Bb&E) | B, ThESE

WAFEFMEIEE | 1 BRE, RBBE, G MY vA, Y U LABRE, ERBES
BN IESIMIE R | R A SNT o R OVE DL E I R

TEMFMER | AEHRR, BERE., S 2rda ] LEK

CES)
< FEFMIEE >
© FPEEEE B IE & ONE PR B X 2 IEKUGERE) gk
AR IESGERIT PRI LR - CTHIE LT,

(HFEZEREEDHEREE)

M- HE

AR H

S TR EE
HIRE e war A% E(
o G A ST
BN e RE B
B myy 1 mlL (L

ZOFER A B CTORE E R O IES ERIT 88.2% (15/17 ) TH - 7=,

(FMZERER (REAETOFmHIER)]
FRSE ok AL B A R (%) W 95 % (FHEIX

4 11 2 0 17 88.2 63.6~98.5
< BB EHME H >
EARRIR IR E B Of5 8 A2 LI ISR Lz,
- KE

HTREOZEAEIE-2.98 + 1.88kg CFHIE + R, LITRHREK) Thol, FHETOE
{bEIX, A ART H 2 15 mg 3 HRE% 5 T-1.62+0.93kg, 30mg it 3 HM#& 5 CT-2.61
+1.17kg, 60mg i1 3 A M5 T-3.41 £2.08kg ThH o7z,

- JEPH
TR OREH D281 -6.08+ 3.72cm Tho7-, FAT X 15mg 3 H K5 T-2.78 +
2.50cm, 30mg i 1% 3 H B 5-C-3.79 + 3.37cm. 60mg il 1% 3 H [H4#% 5 T-5.97 + 4.56cm
ThHoT,
T A
THROFEORRE L, M, PEE, BE, Lo 4 B THE LT,



| V. BcT 2EA |

T T O FEAIRH) E R o T VR EE R 1T 83.3% (5/6 ) T o7z, AT X 15mg
3 HEE G CoOUESRIL 50.0% (3/6 ) . 30mg itz 3 HF# 5T 100.0% (5/5 i) . 60mg
TrHat% 3 AR 5T 66.7% (2/3 %) Th o1z,

<FEHFEHlEE >

1 AREBOEIEIZ, P T2 15mg 3 H## G- Tlx 3240.3mL/H ., 30mg Wi 3 A M#&
5.Cl 3943.3mL/H ., 60mg it 3 A% 5 CTi% 4537.4mL/H &, BHHIR 2@ 0 CLELE
FIRVER 2R Uz, JRIBEEIL MAT X B CEZEICIK T L, 2O FIEKE THREE TR L
7o MIEF R U & AR R OIEEEEIL AT 2 B ESIC ER L. 20 ERIIR THE T
Fifi L7, MiEH U U ABEIZONTYH, HTOEFREmARS bz,

<KW EhREFFAME H >

FLRTF 2 15mg PRI GO MMET ST 2 s L, 5% 2 B L % 5% 8~16
RE D D@ WBIN L Do e, MER MAARTZ ARED b7 ZEITHEICEKSF L T EA L,
*7-. 15mg 3 AR5 CIE. 2 AR5 (1 B ERG% 24 050) & 4 B HEER (3B &
1% 24 FE[H) Tl 1IZIXREE (2N 32.07Tng/mL, 32.21ng/mL) Th-o7-,

<wEetE>
BIER OFRBLZIX 100% (18/18 fiil) Th -7z, IO L > 7-RIFEA (8 FILLE) 1%, M8 83.3%
(15/18 ) . #IR 44.4% (8/18 f51]) . AHRJE 22.2% (4/18 f31]) . i FRERHE AN 16.7% (3/18 1))
Tholz, 1T A EORWEROEEEIZRE IHEETHY . @mEORIERITMF 7 R o pi
e, d B 1 ARIMEREE A 1 F, BRI 1B BN 1 B, BCIE 1B, R PR I
JE 1 CTH -T2,
BWER D% 1L 15 mg #ETRE L, ZOHOWK G THRT 5 Z L1TRhoT,
PG : AFHERIERAE IC BT D RIRFER R
Okita, K. et al. : J Gastroenterol. 2010; 45(9): 979-987.

HE . AAOARINTODIFEEIZR T 2 IEETEIZ T 2 iR OHEE T@EE, A b
THELTT7Emg 2 1 B 1RRO®KET S, T,

QY REIEZRMED O FBRE OME A X DRk, A% 62) 5 1Y)
A " EEAWE LT, AT ORMR BT 5, \
EIRIERE LT, I RMHEZ ML, RBRca T — & 2 IET 5,
RRT VA | Sk, sk
Xt % WML ISR R
A 2 BT U7 N & e e (BT 2 5 M SR B R R 3 AT HE 7 18 kA oo B4 X%
e
o WA OHE A BERZRR GBRES 41) KOO KE A BEREZRER GRRE S 42)
WCBINU T2, Mk, Month 36 DA A T LIHBRE OASMATREE Lz
BEOBILIEZFET 5 2 L ICHE Lo BE, BEEELLTO LB Y - LR/ ok
FoAp BRI UE (Bl Z 0%, ZEFeRRE, 7= i RO R IR B AT 12 L D AEHRREE. PARRE 12 » ADL L
TR & Vo TR H TTE DA &oth) 13, 1RBREEE SBHtART 2 BB R 54K T 60
HET, 2 HEU ORI ELERT L LICAETLZI L E L, FIC, 1RREKARA
IRl 2 250k Uiz, HRAS PRI SN ZGE (U, BEE2ER LIZICb 0 0b b
FHER L7256) 1TRBRERA MM 42 EE e L L, TRBRKEE 23wy &k L7z
B CREAHEETLI L L
IRBRIEIT 1 B 2 Bl GEEIRIFE R OV 0K 8 IffElf2) BFICEIfFRAR &G I iz, &5 RZN
PRI & BE I MBS Ul Sz, S5-I, /st e A &, ROk
B SRR SN -, WY (Day 1 72>5 Month 2) Tix. #] 30mg/¥ 15mg
(30+15mg) 7 HBEAtE L, BEMENE O NTHA T EEZWHE L, ZAMERHE S N2h o
T2 AIE B MR T 5 o, MBI U TG 2k U7z, WSRO 7= 8 0 Fl B DR
AL A& k& L. 15+15mg. 30+15mg, 45+15mg. 60+30mg. M O 90+30mg %% E L7,
I8 e 00 4% - (W A O A i K AR ORE R EE D S FE Uiz, #E5RE 1
45+15mg BE S 60+30mg FEDO W T IIESIZEIT Sz, BEHEM OB 5 81
Month 36 % Tilkfie L IR % OGS INT 285613, TIZ 12 » A Rk Sz,
& R K Ofikfe 1 0 - B Z D T, TRBRIKIES X ONRBREEER OHIWTIC L v |
60+30mg 5225 45+15mg $ 5~ W UI kR R ZEH A2 AlRE L LT-,
R 46 1




| V. BcT 2EA |

o JRIZIGIE : EHAIKIE (54 BELE) CTome T 7 GELRRF O R5EAR A i)
KOV R 7 7 (1R AT OBt E a0 3 SO FHIE) |
o IR AFE : MRI &
o XHEBERTAM - HEESRERMANIEE E (MDRD X, Cockeroft-Gault =, KOG Z V7 F
= oML EH)
o o BIMJEFEAM : B IIE A, IHEIME, JRR T, SEHEIRITE, RERERO H 5,
7 2 H I1]
HEERHNE B B — & % OFI
o BRI - 11 Bt (0~10) @ B CFHf, IEEEOHE, EREY—EXOFHH
o REPHERAM : BIRPETAMFORE, B OFHME, ERY— v X0OFA
o M ORI « Kz, TR, MR, EAK. BHa. RE-EY, &,
KIBEIER . DG RS I RE~LV =T . R OWFR LA O3 o IR S R
AL O FEAM
HYBNRESTATIEE | AT Z 2 KT DM-4103 o I i i
o AEFER, HEFTA., NA ZAYA 2, BIRRAE, 12 FEO0ERKRE, KOEYER
ZEMERHMnTE B ML ME BN OB PHEIZBE T B IE W
o HTHE TR O Week 4 £ CORBRE O B O A IS < AR
CEES|
< HZhHEFHmE H >

- RIZEIE
WA T O 4 Be BT R OBEERTDOIRIZEIE L, "ANRT X OHABENREHWVIZEERE KT
L7z, AFGRTMR OERNIC, RIEEED 300mOsm/kg & # 2 7= W5 E OEIG S 10%LL T & 72
ST bRV HEIX, 45+15mg TH o7z,

(RZFBIEAH 300mOsm/kg ZHBA T-HBEEE DEIS (%))

BGRH R O &=
SRR Day .0 Week 1 Week 2 Week 3 Week 4
Baseline 30+15mg | 45+15mg | 60+30 mg | 45+15mg | 90+30 mg
n=45 n=45 n=43 n=43 n=14 n=27
L E el 76 36 30 23 58 15
A P55 67 16 2.3 2.3 7.1 0.0
REN:] 62 8.9 7.0 2,3 8.3 0.0

i E = CORKFEIRFARTORIZEIED N7 7 EIZ. WT N OB IR 28 L T—2 7

A IR -T2, BHERE OVHIRIFZZEIT X Month 36 £ T 300mOsm/kg Kjiii T - 72,

- R AAE
AL, W ORE S Month 2 TIER—RZ T A NI THEAD L, £ O%EENN L 72, Month
12 LIB&IE 60 + 30mg BEIZ LT 45+15mg RE T ME RN Em N -T2, RBRBEOR—A T A v
D5 DEZALHIL 45 + 15mg BET 2.22 + 9.57%/4F CEHME £ =% 2, LLFFER) . 60+30mg
BT 2.21 + 11.56%/4ETH -7,

- BRI (HEE R ERIAIE IR &)
MDRD {5 CHH U7z #EESRERAIE B E X, WITNOBESHKBEA TR—R T A NI TH
D3 DA 27~ L, Month 36 Tl 45 + 15mg £ & 60 + 30mg BE DO HEE R ER AT B R D —
TA U LORDEIZIZFRETH 72 (MMRM f#4HT),

<EZAEPE>

EEH RO LA EFSROL L, BEEENSRENS PEETHT-, EEENSEOA

FEELITILRD 34.8% (16/46 f4]) . 45 + 15mg #ED 27.3% (6/22 f5]) . 60 + 30mg FED 41.7%
(10/24 f51) IZRB® BTz, 2 FILL EIC#E S\ ERAEEGIIZIR (45 + 15mg Bf 3 5,

60 + 30mg £ O B, LATFEER) ., BhEE (161, 260, LEMSE) (06, 26, &EE (161,

16, ROERESER QF, 16) Thoiz,

FENE R - HRAREIEZREIED S B BE 245 L Lo o I ERE - a5k
Higashihara, E. et al : Clin J Am Soc Nephrol. 2011; 6(10):2499-507.

HE  AFIOAR SN T D FYOMEMELRMED 5 BB IS 2 HEROHET TH@EE, RAKIZ AT Z L
LT1H60mg# 2[H (§45mg. ¥ 16mg) (Z/mF TRAOAKEAZBLT 5, 1 H 60mg OFET 1AM 1
BHL, ZEMERHAHHAI12IE. 1 H 90mg (3] 60mg, 4 J7 30mg). 1 H 120mg (3] 90mg, 4 J7 30mg) & 1
HFLLEORINE 2 22 CEPEMIC B9 5, 7ok, RIS U CGEERT 528, ReARIZ 1 H 120mg £
TET 5,1 TY,




(4) HREEEDEAER
1) BEEAREESER
ORI

| V. BRICET 55 H |

B BRI HE BE

a) BAEZALIATHEAOSHER GRBRE S 33)

7uEI R 40mg/HU EEFEL L T THIBREIZKIEETE 0% 5 5 - MEL R 2R
H ) FHRBI ST H 2 15mg, 30mg, 45mg XiX7' 7R % 7 HRIKEROEZES
U CIRERA SR 5 BRI e Lz Y,
1RBRT YA v MEAL, —EER, 77 R WATEER., 2hisk AR
& E%ﬁUiﬁﬁtH§E?%£%e¢#'ﬁ 9 <>ﬁu#£&>ﬂ<éé%%%§
- R R . TRIE, BEEPIRARER. FRER. BiD oifl, MEFOWThi
DFEIR DT b%ﬂéoom@@TA$%
- ABEBRE MIIARIGBRO 72 OICBIE B M5 O & T ke £ CTAREATRe 72 B3
ECpASE S/ St -zo%utmﬁﬁﬁm%ﬁ(ﬁ%ﬁ%ﬁ@
- BIZEM 3 B, 7uEI N 40mg/ AL E (RO#S) oMk -HEEEETS
e A LIZBE
- BB G- BRAAET 2 AMOKRENZE (£1.0kg) LTV BH
M RT 5 0mg/H, 16mg/H, 30mg/H XX 45mg/H DR E25 L 912, 15mg
BE, 30mg SESULT T EREEOWT A 1181 2 88 7 A, #IA%. 1 HRENER
DOYER 2B £/ 7215 IR E & BITHRAL,
4 Mo P h R RS (1 H5)
ik & 75 RRE Omg/H 75 REEX 2 bE
15mg B 15mg/ H 15mg BEX 1 §E+ 7 7 B REEX 1 5t
30mg Bf 30mg/ H 30mg BEX 1 §E+ 7 T B REEX T §
45mg #f 45mg/ H 15mg #E X 1 §£+30mg HE X 1 &
THHAE 7 I wAREE | 15mg Bf 30mg & 45mg B
iR 30 30 30 30
515 30 29 34 29
BB 4K B IVERRAT R 52 28 28 33 28
SEPRYE H AT 52 28 28 33 28
SN B REARHT X 52 28 28 33 28
LA NERRAT R 52 29 28 33 28
FETE
s H (Bb&
e |
E (M) | TREE, FRHIRRE, HEXR W7 &, E, 5 - Mm%
S A m%+LU¢A\ﬁU?A%E\mﬁﬁéE\mﬁ%AwlBNRzmw%E\1H
JRE, 1 BRIRPF U U A B U v APEE R ORIZEIE
YERERETEE | MR bR T o RO
HRMFHMIEE | AEFR, BRHRA, KE, N1 20910 LEXN
[R5 2]

< EEFHLEH >

KEOR—AT A b DOELE
WE®«~274/#%W%&ﬁﬁifwﬁwiﬁfitﬁﬁmﬁsi0%@(ﬁﬁ@i

FRUER . LAT R

\Zxf L, 15mg #f-1.62 = 1.55kg, 30mg ff—1.35 + 1.54kg, 45mg

BE-1.85 + 1.10kg Th o772, TXTD MANRT X UBEL TS RBEMICHEEENRD LR

7~ (P<0.05,

Dunnett %),
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0.00

-0.50
-1.00 -
-1.50
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-2.50
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-3.50L

BRESEOREDR—RSA UM SDELE ke

< BIIKAY R H >

FREIRAIREAT T B OfEF &2 LU NIRRT,

* %

| V. BcT 2EA |

L] 75+R
15mg
30mg
& 45me

*P<0.05, **P<0.01, AMERITAE (PPS)
(RREEHEOREDR—RXSA UM bDEILE (MeantS.D.)]

(DMEZFEICHESHROZLE (&RESRH)]

NV T B SR
15mg & 30mg Bf 45mg #f 7R
HFPIRAREZ L& (cm) -1.91+2.64 -1.24+1.85 -1.70+1.80 -0.93+2.11
[f11%4] [22] [25] [22] [21]
FFlERZ bR (cm) -1.09+1.47 -0.67*0.75 -0.97+1.05 -0.47+0.95
(1% [10] [15] [17] [15]
TS EE (%) 73.7 75.0 62.5 38.9
(3] [14/19] [18/24] [10/16] [7/18]
fiti 5 o ME=E (%) 68.2 52.9 62.5 38.5
[f11%4] [15/22] [9/17] [10/16] [5/13]
fiti 7 FDOWRE (%) 40.0 57.1 66.7 16.7
[f1%4] [2/5] [4/7] [6/9] [1/6]
MEDOHERE (%) 54.5 46.2 44.4 11.1
(5134 [6/11] [6/13] [4/9] [1/9]
TRERE, MO o MO, mEE, FEE, B, 2 Lo 4 BERETHE, (Mean=*S.D.)

<A FRHmE E >

JREICBWT, MART X B GEIIR GG L v AEEEOCEm L7z, BRPF MY oL
HEME R QYR A U U AHEIEOHER K OB(LETIE, M AT X URERHI T T2 REEE K
X EDbLRNoT, REBEICBWT, MATX R ERITBRERGE L0 12T HRKE

HTAR T L7z,

53 HH, 8 HADMIET VU 7 AEE K ONMFFRBEICBWNT, MR T X 5T
TERHELIV S BH Ui, IEN U U AREOHR K OEEIZOWT, MATZ LR
X7 T BRREE RERETA GNP ST,
MmAEH AVP JREIX AT 2 R CHEIRFIIC BA Lo, R BNP REOHRIT
WITNOREREL B D 7oz, BEGRI DX 45mg BEN K& i Lz, mfEd ANP

BT,
<BIMEH >

PAAT S BERRET TR L RE S ED DR ST,

FRT Z ARG L VRN E 722 KO REEZFRIZAOAT, T XTOMETH
BV RENTz, AL OBKITEHETHEIAN L A b7, MEZRFRENNRD b b
LA TR LRSI D,

Matsuzaki, M. et al. : Cardiovasc Drugs Ther. 2011; 25 (Suppl.1): S19-S31.

HE . KEIOARINTODLAREIZE T DRI I T 5 B OH R M@, AR b
THEELT1bmg & 1 H1ERAKRET S, ] T,




| V. BRICET 5

b) — %@%@ﬁﬁ(QmﬁTﬁ%\ﬁ%%%4&w”

BEAF ORI JREEIGH & i L TV CH IR 2 RT3 5 9 o i DR 2B
H i3] RGBT, MVRTH o 15mg IEF TR E 7 BRI O#E L, AN 0%
VA REE LT,
BT YA MIEAL, “EHEEMR, 77 AR, WITEEM., Zhuak kR
*t £ BEAF OFI PR EVEE A FEhE L T T HIBRIZRIRIRETE R D 5 - iE DR 2 BE
- UTOWTNIOFRIEIGHE 2 Ehn L T\ 2 EE
- 7t I N 40mg/HF Y &L ED/L—TFIRIE
— —TRIREL A T A FRFREE OO (HEEMDRW)
— N—TRREEFLT NV RATa e (HEIZMDZRD)
EEVASES/AE S W72 ERAITRIC L 0 THRE, W5 o M 3OIHEHIRESESRBDHND H
S MDA EEE,
« 2050k E 85 LA T 0 B4 (Rl HUSRER)
© ABERE XIIARBBRO 7= OB A D% BIEE 2 MAEK TR (kRS
% 7~10 H) F TABLA[RE/ B
ik - R FANRTH 2 15mg $EXIT T T B REOWTNA 1 B 1A 184 7 B &%,
1 HIRERIEH OHEIR % 3 £ 72152 IR E & HICIRH S E 72,
/B REAG LT
EARCILES 55 55 110
B 5515k 53 57 110
WeBRE KN4 (FAS*) 53 57 110
BB E I I E S L%
/Eg;ﬁP;;frf)Jru WA LT-xtsg 46 51 97
BN RESRAT kI 52 53 53
e PSS 53 57 110
* . FAS : Full Analysis Set, **PPS : Per Protocol Set
EHRHIIE H
kG REOREOELE
IR Y REAT E B
A5 FEAmTE B REOE(E, THREE, ZOMOERE, Moo, M7E, IME, HEHIRE
e, MRS
OO E 7 EhERHNE B
BEHZ L oREOE (LR
g fMigF "YU v AL AU T ARE, MIFREE. 1 BRE, JOk&, M+ AVP
HOERHMAR | e geen BNP g, M L= i
pEheIMIE R | WD hART 2 o R OMREM (DM-4103, DM-4107) #efE
e A5 HEHEG FERBRE, A 2P A2, 12FELER, SLZ—0EX., NYHA
LENEFIAA ) e 9 == (LVEDV. LVESV. EF)

[ 5L]
<£E£ﬁ%ﬁ>

EEHRFOREOR—2 T A )b OE{LE
%&5%@%@@«—274/#%®£m£1kwﬂf&y1&@E$¢Mi1ﬁmg

(=R T A :59.42 £ 12.30kg, 53 #i) CE¥MHE MR, LLFRER) .
-0.45+0.93kg («\—AF A1 : 55.68+12.60kg, 57 ) T, "NTHUREL T THR
HMIcAEEENALNT (P<0.0001, t BE).,

7213-1.09kg (95% 54X M : —1.568~-0.60) Th o7z, hL/NT X 15mg BEOIREIL
BEHE1IHBED»OEAD L, BH5A~THEHICT 7 BRBLEOENIE-E LR o7,

7T AR

MU AT H o 15mg BEE 7T BAREEE D



HEOELR (k)

—o— TSR 0=5T)
| —e— FILNT % 2 15mglE (n=53)

SR + B
*% P<U 01 (w}?'tﬂ‘ﬁi H’-ﬁi)

| V. BRICET 5

f\~z 1LIFI 2|.IFI 3|.IFI 4HH DLIFI BLIFI 7LIFl ll.lFl 2|.IF1

T4 v

e

(FREDR—RSAUMLDELLE]

(ERBREROUREDA—XFA UM DEILE (FAS)]

ERE —

SR (kg) ekt (kg) @ \ BERIED
3 S Bl 7= . E‘
BOHE | W e Tt e | i Fo || |95 tamin| P
Rz
AT 2|54 53 | 59.42 12.30
v 15mg |H #& _ _ 1 RQee
1 5 53 | 57.88 11.84 53 1.54 1.61 1.09 |-1.58~-0.60|p<0.0001
R—2
N 57 | 55.68 12.60
F5E R %4%
1 5 57 | 55.23 12.44 57 | —0.45 0.93
a: N—ATA UL DOEE
p i : t
<BEIRPIFHmIE H >
BB BRI 351F 2 DRI 0L 5 PR AL CERIRARIE, IR, TR 2k Lz,
DMEFEIZESITROZEL (RERER))
DPEFIEICES BT | M7 X 15mg B 7T REE p fiE
IR AL -2.03+2.81 ~0.51+1.18
(cm) [97] [19] 0.03172
(%]

FHIERZALE (cm) -1.07+0.89 —0.35%1.00 0.03272
(%] [18] [17] '
TR (%) 63.9 42.1 0.0681b

(%] [23/36] [16/38]
fiti 5 - MdER (%) 50.0 45.2
(%] [99/44] [19/42] 0.6726°
W5 B OHEE (%) 778 40,0 -
%] [7/9) [2/5) 0.2657
MHFDHAEKE (%) 44.4 30.8 .
1% [4/9) [4/13] 0.6619

Mean+S.D., a : t i, b : Fisher O [EHEMERKRTE (vs 77 B HREE)

<) FRHMEE >

M AT Z o 15mg BETIX, 51 HE2G THHETRENHEIM L, ML AT Z 2 15mg

#Eo 1 ARE CFMHE) 1

L RN—25 142 1,502mL T, %51 HE

12 1,171mL #§0 L 7=,

FDH%IT, N—=AT A b 662~815mL ¥ L. JEER IR 5 Wi oh oS En T 759 mL
Tholz, 77 BREETIZ, REOEMIALN -T2,
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(—BRE)
LR T B 15mg BE 77 AR
~N—2F A (mL) 1,501.9+568.9 1,581.9+595.0
[f1%5] [53] [57]
1 AEZ{bE (mL) 1,171.1+753.9 15.7+390.8.
Kik:d [53] [57]
7HHZE (mL) 662.2+-744.8 8.4+412.9
Kik:d [46] [52]
(Mean=*=S.D.)

ML ART 5 15mg BEOMIGET MV U AREOEE CEOMEEEERZ) 11X, PIEEE 4
~8 M H 0.9+ 1.9mEq/L, 24 B H 2.4+ 1.9mEq/L THo7z, #%52~3 AL 7THARET
IFZENZEh 2.2+ 2.5mEq/L, 1.7+2.6mEq/L Th-o7=, #%BIZ2 ABICIZN—Z T A il
ol HBRE L DR E LD L. M NT 2 156mg BETIL, WIS 24 T E C©Cht
b REN-TMET S U U AREOZE(LENX TmEg/L T, #)E#51% 24 FF# F T T 10mEq/L
B Z DB E R LTI RE 132 o 72, RIS, & GRFE TTRORE Do)
FU D ABREOELEIL 9mEq/L Thoto, 77 B REEOMET b v AREOELEIT,
AR 5 -1.6~-0.3mEq/L Th-olz, MIEH Y U AREIX FLANT X 15mg B,
77 B ARRITIRRBIE P 2 Lo T,

<ZAM>
BUWEH ORBRIT, AT X 15mg B 54.7% (29/53 1) . 77 2 REE 38.6% (22/57 i) T
bolz, HebZ B LIEWEMNZAE T, FBRIT M AT H 2 16mg B 17.0% (9/53 1)
TR 1.8% A/BTH) THolz, T BREELY 3% U EL LB LI b AT X 2 15mg
BEOBIERIZ, 18 17.0% (9/53 %) . {HF4 11.3% (6/53 f51]) . #EIR 9.4% (/53 f5]) . #&&E
% 5.7% (3/63 #i)) Th o7z,

Matsuzaki, M. et al. : Cardiovasc Drugs Ther. 2011; 25 (Suppl.1): S19-S31.
FENERE  DERIERE BT 27 7 e Rk E Uiz B 5 iR
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@ FFREZEIC B B (R R
8) SEAEA(LAAT N RIUSHE (ABRE 5 35) =1

H £

BEFFOF|RIIREE T L T T HIEKDED N DA RS 25512, by
& ® 7.5mg, 15mg. 30mg Xix7FR%E 7 HMREROBSE L, %&ﬁﬁ@%
B (R=RT A b0 ELE) 1TkT 2 ARG EZBRR L,

1BBRT YA

EER L, “HER. 77 AR WATEER ., SRt ERER

PSS

WA ORRIE A G L TH, KD b D L EH

TR

c VRBRIER GBAA 7T B LA EMI D LT OHBEO L —TRIRER LTV FAT 1~
AL L THEARRD LD BHE

PEAY SRIREOTR PRI BFIRIE (—i4) o1 H o S

(B Al
fEFE O R EEE W —J
- 7ut%3 F40mg/ AL @*IJW%ﬁ‘iiﬁf:a‘:& (7ut
7ot 3 F40mg/ FARYMEM L I N 40mg / HUL RN &
TAX=R:1mg/ AL E U\J:O)f}?/m\i Avw /77 k
FLH=F:6mg/ AL E UiX 25mg / AHBLE, AER
7YEIR:60mg/ HUE 527 hr50mg / BLLEOSE
N7t K:8mg/ HLLE X, 78I N20mg / AL E
IR ETh A ET5)

N— 7RI R

T RATRVH Av¥r /T2 b 50mg/ ALLE
« ABRBE SAIARTER O 12 DI IR A0 D% B 2 14T £ CABE I Re 7 B
< 20 % 2L | 80 LA T (RIE AR AR
FIERE N O H 5 B

ik A&

JERAFBD SN ARFHEEREZ VAT X 2 75mg B, 156mg #f. 30mg #. 77 &
AREEOWTINTIEEL IR IT 72, IRBRIEIX 1 A 1B 7 AMRO®&ES L,

THH ¥ 77 v REE 7.5mg Ff 15mg B 30mg A
L 25 25 25 25
5B 27 26 25 26
NIRRT S (FAS*) 26 25 25 25
S B EARAT T4 — 25 25 24
NN 5 26 25 25 25
* : FAS : Full Analysis Set

A PERHA

BEC S IECNE|
RE (L)
B R B Al A H
D (Zefbd) | PR (QaER) | Mk GEAR) %

)R IE B

MigEF Vv AL AV LRE, M{FREE, miEH AVP JRE, 1 BRE. 1 BE0K
B LRARPT RO LAL B YU LPEE, RIREE

W RERT AT ZH H

Mg SV R T B R O i s

2L H

AEFHR, WRRA, AP A DEX

(]

< TEFHME H >

BEORXR—=RT A UhbOEE

(e HREDREDR—RAT A DO LR O ERIGHEORECix, BRI 72 H &K
JETEIZRRD B o 7oA (BIERIFOM E ORE - p = 0.3167), 7.5mg B CRIRAELFIT
% ARG HFR TR Sz (RHHEORE : p=0.0140),
Flo. MNRTZ BT T RARREE i L T RO L, 7.5mg BE TR A TH -7, i
KB EROREDOR—Z2 T A b OB LRIE, 77 EAREE-0.68 + 2.50kg CE¥IE + Y%k

w2, LLUFRER)

W2kt L, MR T X2 75mg #£-2.31 + 2.35kg, 15mg #£—1.88 + 2.45kg,

30mg #E—1.67 + 1.46kg TH o7,
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REDELE ko)

IS4k 75mg 15 mg 30 mg
B’E5#

(ERBREROREDA—XSA UM oDELE (Mean XU S.D.)]
<EIREIEHMIE H >

MEFHDOR—RF A NG DEE] D MR T 2 BT T TR i L THERAD RO 5
. M7 H o 75mg BECHR K TH -7, TOMORIRKIFHEEE & LTo, FEE
TR T a2 —IZ X DMKOEETOWHKRETIE, "MANT X BT T 7B R L R LT
O RZETRO N>,

<SR >
MRS 2T, FRRAERZ IR BRI, Bk ORI, REBIEOIE T, Mg~ U o A
BEED LR MISEEED ERARO S, FAAT S L KRR SRR SV, Ei,
MAT 5 U RET, RIKAEI 2 AT AVP D ERARD bk,

<>

BIWER ORBFRIT, "7 X 7.5mg BE 60.0% (15/25 #1) . 15mg #f 76.0% (19/25 f51) .
30mg £ 100.0% (25/25 ). 77 &R #E 61.5% (16/26 ffl) TohH-7-, 7.5mg FEICH b IEH
LOEN-> T-EWERIZSEIKR 32.0% (8/25 ) T, 77 EAREETIL0.0% (0/26 6]) iDL
IR o T, ZFOM T.5mg BECHRIROE D - T-FEIVER GEBLER 10%LL E) X, 118 24.0% (6/25
@) . ML PREFEHIIN 16.0% (4/25 #) , 7B ) R A7 7 Z—EHI0116.0% (4/25 i) . ifi.

HIRBEEE N 12.0% (3/25 B)) T, WInd 77 B AREE & e U CRBLERITE - 72,
RN BB : PRI (1 5 ) R E R
Okita, K. et al. : Hepatol Res. 2014; 44(1): 83-91.

HE . AAOARINTODIFEEIZR T 2 IR IZ T 2 iR OHEE T@EE, A b
THELTT7Emg 1 B 1RERO#KET S, T,
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b) “HESHERE (ASCITES-DOUBLEBLIND #E. REREE 48) 202V
BEEOFRIE AT E LT, BANRD SNAFHEEREZ MBI, NAT XY

Ho 1 75meg X7 5 EAR% T BRI ES U. AR EER OV A ORER 41T - 7.
BBRTFA S| WAL, HEER. 75 Rk, SATREN. S AR

e

* £ B OFRIEA PG L TH, JEAPED LN DIFEEEE

® EEDEEZWT CHEEZ* & HIWF S iz B
* o ZONFEEOERICIE,  MEMEFEE CAEIMTERARO b 0] 25T

o [WAEDOFRIIGH T, BRE R E 72 & ORINER XTI % OB&EN S BEFEORIRIE A
HETET, JEAPRBO N EH, XL, BFOFIRETII o Ern3Eon
T KRR D LB EE

® FELMHEHEDTHULEING LUTFOWTNLDON—TRRIELHT VAT v
HEDOPHHEE (BOA) 2% L QO 5E8H
T BRRE (—4) © 1 H RO LE

B yULYE N—THRIE (Tat I FfYE2L L) 40mg/ BU L+2EBE /57 h 25mg/ BUL L
N—TFRE (7ut I FHYE2 L LT) 20mg/ AL E+AER 52 2 50mg/ ALLE
a: 71k R 40mg/ H Y &L — 7 F| R
TAX=F:1lmg/H, L ¥=FK:6mg/H, 7Y &I K :60mg/H,
73 KN :8mg/H
® APBEERE IIARIEBR D= DI ABE v g7z B
® 20 kLA [ 80 kLA T (IRl BARRE &)
o [FERNOHDHBEHE
ik - R MNT Z v 7 5mg BEXIXT T EREE 1 §E% 1 H 18] 7 BE., FRZICHESLHITKE
IR S,
B %x;éé/ 75 AR
AR 80 80
R 5Bl 82 80
KNS (FAS*) 82 80
GBI I IS A Lokt 5 (PPS*) 81 80
LAREMRAT R R 82 80
* : FAS : Full Analysis Set, **PPS : Per Protocol Set
FERHmE A
AR GREOIREO L&
ey | AR

CT | & B MR, JE0H, == —I2 X D BKITRIRAE (i) | TP (S85) |

RIRHTR A © BEAOER (A&, AR T, Bk, BV CoERIK, K

R, ke %

)R E B Mg b U U ARE, mIER AVP IR, 1 ARE. 1 HFUKE., KON

ZRMFHER | AEFR. BERE, A AV A v, DEX

[R5 2]

< FEFHlEHE >
BB GREDREDONR—2 T A inbOELEIL, M ANT H 2 7.5mg #$-1.95 £ 1.77kg (X
— AT A 1 :59.35+ 12.69kg, 82 f4l]) (FIAfE + FEHERAE, LA FRER) . 77 B AREE-0.44 £ 1.93
kg (—RAF 1> :59.15+ 13.15kg, 80 ) Th o7z, 7.5mg HEDOEKEITT 7 BRI A
THBIZHA L (p<0.0001, tHE). hAATH L TomglEE 77 B REEE DFE1T-1.51kg
(95%(EHEIX[H] : —2.08kg~—0.93kg) ThH -7, "ANT X T5mg BEOREL(LED L)
EiE, &5 1, 3. 5, 7T HH TZhEN—-0.89kg, —1.3Tkg, —-1.76kg, —2.07kg, 77 & REt
TIEZENZEh—-0.06kg, —0.27kg, —0.48kg, —0.62kg TH -7z,
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15
1 _
05
0t -
® —051
B
2 -1
N
=
=15
€ —o— TS EFR .
—gL—e— P AT F L Tomelt T
P + B
_2:‘ 1 1 1 1 1 | 1 1
’ ~—2 1HH 20H 3HE 4HH 5HH 6HH 7HH
54 ¥
W % H
75 e E (80%1) (78f1) (79%1) (74 (7381) (71#0) (7081) (7180
a7 E 7 5mghE (8261) (824) (8141) (81491) (78%) (7681) (7561) (7581)
(AEODR—RFAUMLDEILE]
(RREBEEFOAREOR—XS4 oM bDELE (FAS)]
FEME (kg) & (kg) @ B =D
: — " — | B - H
BB | W e T e e | b1tk | i | e | T gsoutamcn| P
NR— 2
fsTs |5 o | 82| 5935 | 12.69
v 7.5mg | & #& _ _ ~9 08~—
vy | 82 | 5740 | 1254 | 82 1.95 | 1.77 1.51 [-2.08~-0.93|P<0.0001
N— 2
S o | 80| 5915 | 13.15
77 'R ER—T
vy | 80 | 5871 | 13.28 | 80 -0.44 | 1.93
a:N—RATAUhbOE{LE
p fE : Student @ t FRE
<BEIXBEEARE H >
(FFEZEICHESATROZEL (RIEREH)]
RFPETEARICEE 5 BT R FARTFZ T Emg BE AR s p fif
Kk EZ LR (mL) —492.4 +760.3 -191.8 + 690.8 0.00932
[fi%k] [82] [80] )
EPAZAER: (cm) -3.38 + 3.56 -1.11+ 3.67 0.00012
[#1%) [81] [79] '
B HE MR (9
H’§7kETmﬂ<m\;§zm4 (%) 56.3 25.6 0.0001
(%] [45/80] [20/78]
Pl (%) 54.8 28.3 0.0168>
(%) [23/42] [13/46]
A N S s
@pmwﬁmﬁgm4A(%) 62.5 37.3 0.0090
(%) [35/56] [22/59]
IS B RE U 2 TR A
BE KRGS (%) 71.0 48.5 0.0090
(%] [49/69] [33/68]

Mean=*S.D., a : Student @ t &, b : Fisher O E#MERE (vs 7 T B HREE)

<K FRHMEE >

(—BRE]

NV RT 5 7 5mg BEIX, BGZIZIRENEM LT, 7.5mg #D 1 HIREDOVHEIX, ~—
AT A 1444 1mL T, #5 1 HEIZ 1006. 1mL #h L7, 7 HBEIZIZ, _R—Z2T 14005
633.0mL N L7, T EREETIE. REOHINIRD ST,
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(mEF> b YD LRE]

RARF H T 5mg B 7T AREE

R—=2F 4 (mL) 1,444.1£615.4 1,340.6£518.5
[f51%4] [82] (78]

1 HHZ{LE (mL) 1,006.1+763.2 62.7+565.7
[f511%%] [82] [78]

7 HEBEZ{E (mL) 633.0+644.1 9.1+496.5
[f51%4] [75] [70]

(Mean=*=S.D.)

MiEF N U LREDOR—RAT A b OELEIL, M ANT 2 75mg BETIXESL 1 A A
4~8§H 0.0 = 1.9mEq/LCEBE = FEMERZAE CLFEER) (1 H B 2455 2.3 £ 1.8mEq/L,
2~4 A H 2.5 * 2.3mEq/L, fi&EER 1.2 £ 2.7TmEq/L Th o712, HBI1%Z 7~10 HEIC
IIR—RAT A VEICR ST, HBRE L OB A H D & 7.5mg BE T, #lElk 5 24 K £
TTROBRKENoMEFT N 7 AREOE{LEIT 6mEg/L T, #EEYS 24 W% T
12mEq/L ##8 2 5 2 b %R LIZBRE 13 e o 72, FRRIC, B G5E TTR LR o
72iiET R U U AREOE A EIT 11mEg/L THho7-, 77RO ME T Y U LAREOE
{bEit, RBRERSHRH-1.0mEq/L~-0.6 mEq/L Th -7,

<z ek >

BUWEH ORBZRIT, MR T X T 5mg B 45.1% (37/82 %) . 77 & REE 18.8% (15/80 #i) T
Hotz, 1.5mg BT, 77 BREELY 3% ERBEIENEm M- TZEWEIL, A% [7.5mg #f
13.4% (11/82#1) . 77 &AREE 1.3% (1/80 ) 1 . MR [ZNZh 7.3% (6/8241) . 0.0%
(0780 f5) 1 . fEf [£ZE413.7% (3/82 1) | 0.0% (0/80 f5) ] . RHE [ZiE4L 3.7%
(3/82#1) . 0.0% (0/80 %) 1 TdHh -7z,

Sakaida, I. et al. : Hepatol Res. 2014; 44(1): 73-82.
NG R FEREREICRBIT 5277 R 2R E Lz T EE R ERR

@ wYORENE 2RO S JE BE
CEEHREERE (TEMPO 3:4 #B, 3K E 69) 2

TEHK :

s T RRBIIRTT D MANTH UREOMAEEROENTR (%) ZHEL L, WA
REMEL 3D 5 B (ADPKD) BE T MAATZ o O MARM 2 3 Hh+ 5,

BIVK B

+ADPKD DO#AT A R4 RAER (5 MLEOFRB/E(, FERAICRIEE & 72 2 Bl 0%
B, 7T I VRORBENL, BEEOENL) OEATHMEEZRAWT, MATE O
ADPKD BH TORMHMEEFAGT 5,

+ ADPKD O#E1T Z 7~ 3 EBI O FE R AR 2 FVy T ADPKD B35 CORMA R Z FHE 7
%,

R COBRERFHI T k2 W T, MR TZ DR AT 5,

*ADPKD TO hNT Z  O3EYEhRE, FFOER., BRRNFHEER 2 3HME3 5.,

R, —HEMR, 77 R WATHER, ERL R R

ADPKD %

Ep UL e

cRAERE (FEBGNTHEZ 18 Ml LB Lo AR T 50 LA T o %1,
SKE R OWINTIE 18 Ll b, AARTIE 20 Ll 1)

+ ADPKD & 2 W Sz sl N B

- FREOBHTEZ LT 5 Z L ICFRE LI RE

- HEVEAEIET 81 HUWNOHEE Y LT F =027 U7 5 % (Cockeroft-Gault EIC XY
BHH) 28 60mL/min L ETH - HBE

- MEAEAFISRFO MRIIZ XV . W AARS 750mL Ll BT, BAREMOEE 25E
LHEE SR
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ik &

RERFKIZ 1 B 28 [HIROEOR 9% (Fi/4, LUFRER ] fRFIcBRe<E L
7o & OFEREANTH R 2 IS B U T U, #5303, Wi M OHER;
W THERR L7z, WS <%, 5 45mg/¥ 15mg (45 + 15mg 1 A 2[@) XiIxhis+ 57
TR RN LG ZBMG L, AEMENE SN -84 135 60mg/4 30mg (60 + 30mg 1 A 2
[\]) iIstisd 2577 84R, FIZH 90mg/4 30mg (90 + 30mg 1 H 2 [8]) XIIxfIEsd
H7 TR~ 1 BB EICEK 3 B Uz, ARMENED SN0 I25E
AT LT, ABEMEOR O bR KA EIC TR OR 5 2 B84 L7, HERFAR
LOBREER. EIEEE, UITHRIEOZ D, BMHABE~OZEBREN RSN D
G BERE=X—O T ARG T, IBRELEMIEREORGEFMETELZLLEL
Tro ETREMEOBEG . IBREEEMOHET T, #HRE TN TH IR 2 AT
LIENTEBHILEELE,

£ 541

K 36 W H

R KL

MV ARTF B Rt
(AA)
800~1,000
961 (118)
961 (118)
842 (111)
961 (118)
961 (118)

7T v AREE
(AA)
400~500
484 (59)
483 (59)
465 (58)
484 (59)
483 (59)

HARE

EANLLRS

SRR B

S
AT S (R A )
AR S (RIRIREAIEH )
LA VERRAT R 5

AR H

TRl H
A AR AR D2 bR

BRI G FHTTE B

ADPKD OHEIT A2 R T B O BRARER (B EOFRB/ L, BRI & 72 2 Bl
JWOFRBL, TAT I VIROFBBE, BEREOEL) BRBET D E TORRM

Z DAt o> B B FEAT B B

1) BB G- HISEREIE O B A D Week 3/MIHEIAMK T M b D2 (LR

2) N—R T A URFZEIME &HIE S e o oS TO, B IETE B AR D 2
BEEAEIRIE D N—Z 5 A 6 Db

3) N—R T A LD D I KR BERE ST R g LT 2 IRIR O BRI E TO BB A =27
DR—AF A B DAL ED ) AUC

4) R—A T A UEHIEIIE &HIE SR T WBRE DS, a) IEFEIE  ONHE )£
>129mmHg & OV IIEERIME > 84mmHg) \b) i E (UAFHI0E > 139mmHg
R OSUSHEESME > 89mmHg) | ik c) @IMEREOMLEZRIED TNt
175 £ TORM

5) N— AT A VI @ MR & = TOEEBRE . N— A T A T~ T Month
12, 24, KO 36 WA T fETRFEFR DM RN 22 I8 B 1T D 72 03 2 FRfge i) 72 MR AR T 23
B L HE

BN REFHAL T H

B F T2 R OMHY (DM-4103 % U DM-4107) /%

F )Rt E

s NI THRFO AR v MNRORIZEL, R MCP-1 RE
AR R Z T CIREE, IR RERE

R A5

1) BRI AFEIE H OBEBITEE OR—A T A Vi GIBHFHE 25 ~DZ1k

2) BIRAEA ZHME B OfHBIE H o Month 36 X&) & B 2% ~D 21k

3) ZEIERFDREELEDN—RA T A ) LIBITRE 2* ~D &L &

4) YeBRFE SOTERRN, BERANC BB TR OEI TR B L T B etk 5 &
EXTNBHAX L (PKD IZREET HEARER 13 THA, KOZED 5 HEBEXKICEE
T 5HIEHE)

5) ADPKD ORISR S O E R — £ 2 OFI H

* o BEGEA 1 (Month 36 SULHIEERENS 7 H~21 BH#) 76 7 H~21 A

2 aVERHMIE B

BEER, A INVFA v RRRAE, LEX

CEES
< TEHEHME H >

TR RBHIR T D bANT S REOTWNE R O LRI KR EANCA B R AT b,

3 AR O

RIEOBLRIZ, T ERBICHR M ATZ VBETHD LTV, 14EHD

OMAERBOEN R (HX OHETEM) 1L, MUAT X UBET 2.80%/4E. 7T B REET 5.51%/
T, QTIBIEDENBD BN, 7T BRI MR T X URET 492%4 Lz (p <

0.0001).,

AA NSRRI C b RO SRR BT,
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80 1 —— RJLsiT B (n=819)
— 751K (n=458)

jo')

#{::‘f_;ﬂ LGl

&a
o

W B
H -~
o = -
iz e o
BN 4 _____4%-—
b . Tt e L.
i ;4 S
4 = £
20 % e
155 e 12 24 36
wE\MA)
(MAIBRBEOELERIINT HFE)

(MAEFBOEER]

SFREH HARNEM
FANRT B R 7T R RV B B 77w REE
[819 fi/] [458 Bl [106 f51] [58 fil]
FAbg 2 2.80 5.51 1.27% 5.04
BEHEZED (p ) -2.708 (< 0.0001) -3.770 (< 0.0001)
a) %/

b) MIGRGET M K 2B 57 L R OZZ EAEHHEOMEIC L 0 F il

MMRM AT 2 5 Eo R Aot 7 7 v — T Tk, 72 DRRNTHE SR & SR T~ DR R D5 DAL,
TEEEMEDN TR BT, 7 T — TR OFEFR T, FRC 2R ORER & B2 RN FIIRO 5
2o 7=, MMRM fiZ4T <i%. Month 36 O SR OBMEB O/ N_FFHL, b7
X UBET 9.56%, 7T EREET 18.75% & . MAAT X URECHE L. BERI7513-9.19% (95%CI
-11.1~-7.32.p < 0.001) & 72~ 7=, RV T X L DLHR| i 1 FERN RS RE < FERZEIT-6.27%

(p<0.0001) Tholz, 2HFZKLV 3 FRITITMBILICHMAIBAREAEKR LI, 77 2R
EHRHE LT AN T 2 CRETIL, WAE A OHINRIIHE A Bl &2 o 72 (Month
24 NARTHURE2.93%, 7T EAREE 11.10%, BEMZE-8.17%, Month 36 : ML T X Rt
9.56%, 7 7Rt 18.756%, FEMZE-9.19%, MM & HI1Zp < 0.0001), F/=, bR TH
DRI 2 FFZ RO 3 HRICFE L, Fx T T BRBELE OZEITIER LT,

<EIREIE AR H >

BIRIEARHEE B OEEA <2 b (BHREOE L, BERAZIRE & 72 2 B im0 %8, & i)+
ORBUTEAL, KOT VT I VIROFBUTE(L) FAEE TOREEZ M ATH UL T T |vARFET
ez U7z, 100 BIEEANAEY 720 OBEAA X2 ML M RT Z UBET 43.94 A X2 1100 #1152
N, 7T ®ARBETIL 50.04 A <2 100 BIEEANFE T, ~H— RHIE 0.865 Th o7 (95%CI

0.775~0.965, p = 0.0095), EHA N2 FOFAEY X713 13.5%A L, Mt FHICH B2 E
DERH HTz,
BRI G R B O BRI H o5 RIE, FHIE B IC &0 B> Tz, BsE 0B kA~ |k

BUX b AT 2 1.85 4 X 100 BUEENE, 7T BREE 4.84 A X 100 BIZE NG T,
MNP — FHI0.386 (95%CI 0.263~0.566. p < 0.0001). BMEiE A N> ML AT & R
4.73 A X2 1100 BN, 77 BAREE 7.30 A X2 b100 BENET, ~P— FEIT 0.642
(95%CT 0.466~0.887, p =0.0071) Th o7z, @EIMEA X2 ML b AT HZ URE30.74 A
R M100 BB NAE, 7T BAREE 32.05 A X2 F100 BIERNAE T, Y — REIE 0.942 (95%CI
0.814~1.090. p = 0.4223), 7T/ T7 I URA X2 MIIX MANRT X R 81T A X 1100 %l
BNF, 7T /ARRET.T5 A4~ M100 BIEANFE T, " — FEIE 1.037 (95%CT 0.837~1.284,
p=0.7420) Th-7-, FIZ ADPKD ([ZEEZE KT 5 BASTER CTh 5, BHERE D AL L OV gm
AR R DBERE S FHIE B IS5 LTz, BlgR A N2 Mk 2 T 2 oo Rix
WEIANSEFRDO I, MANRTZ UL 7T REEOET 3 FEMICHh R R E L 72
STre — 7. BHSREDEAL A X FEAEE TORRIZ M AL ICE < Month 12 (Day 360) HH T,



MARTZDERIZ LY . T BREEL AT 2 CREORERIZED RO b7z D3] Month
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18 (Day 500) HHTH >7z, AARANEHSZEMIZBWNTHRERRFER TH -T2,
(BRERAEKICRET HESFHEIEER)

AL HAR NS
MUATZ R | T TR MRTZ R | T TR
[961 {511 [483 fil] [118 1] [59 #il]
Py 43.94 50.04 40.98 51.87
HEFHIE H NP — K 0.865 0.771
(p fit) » (p=0.0095) (p=0.1281)
Ay T 1.85 | 484 1.33 | 825
i Eir NP — R 0.386 0.167
) - (p fiEr) (p<0.0001) (p=0.0011)
i PRy & 4.73 | 730 2.33 | 295
H R e MNP— KL 0.642 0.767
F: (p fi&) (p=0.0(|)71) (p=0.65f4)
B o Py T 30.74 32.05 28.32 31.83
) ﬁﬁmf AF— R 0.942 0.863
2 - (p fi) » (p=0.4223) (=0.5248)
| A R 8.17 | 7.75 9.00 8.84
H ‘/);?&Efxt NP— R 1.037 0.994
- (p fil) » (p=0.7420) (p=0.9827)

a) A~ 1100 BE A
b) A Xy MNREAEFZTORE (FRE2ET) 25T, #5#%K T & L proportional rates/means
model % FAVCHH

< Z OO BIRAIEFATRE H >

g7 V7 F= MO ZEE L LI-BEHRIK T2 m & 20 BN s3Ik T L Twn
% PR OBREREIS T OMEATIZT TIix 2 < BHRBRICK T 2 22 B Lz, b
SR TR RBEOEE IIENEN-2.609 (mg/mL) -4, —3.812 (mg/mL) ~1/4ET, BER
7413 1.203 (mg/mL) ~1/4E (95%CI 0.622~1.783, p < 0.0001) TH YV, "L AAT XL DHEL)
HERR ST, AARNESEFICEWTHREEROAZEDRD b,

RVART B2 U REDOBKEREIR FIE. 7T B ARREL Ll L 31.6% 0 S /=28, Z OfERITho )7
HHER I LT F =07 ) 7T A X% GFR (Cockeroft-Gault =i, MDRD =, CKD-EPI =) ]
ZHAOWTHRE SN EHEEOMBTRE RN D bR ST,

(BHREOETILE )

A REE R N5
"V 2 RE 7T R MV 2 RE 7T R
(842 #il] [464 f] (108 /] [58 fi]
A& -2.609 -3.812 -4.837 -6.279
BEfE) 22 Do) 1.203 1.442
(p fitD) (p<0.0001) (p<0.0119)

a) MiE7 L7 F = iREDwEK
b) (mg/mL) /4
o) MIBIRETT ML A BGHERIOLZEERBEOREICE D EH

<PERAVREAMIE H >

ADPKD @ 13 EaiSEdk (A, Bhem. ook, MR, 747 I VR, BREARE, RIEE-K
YuiE, B, FEEER, LfE BE ., BRIV =T, EOMO0 S fa, BRI T) 2
HIRHEEA XY NMEAEE TORB OB D S, AT Z o OBEBEN RSN [NF— R
£ 0.792, p=0.0003], 7R LI LT, MATZ HETO ADPKD @ 13 EFIRAEIR 2
WA A X2 hOFRAIR, 20.8%4H X7z, ADPKD (ZBS# 9~ 2 B IER O T, i b
EREV 4 HE (EE, B, R, REEEE) 025, B GEBHE 33.4%) .
MpR GBI 45.8%) . PRIGEGE CREEBLINHISE 36.4%) O 3THHE T, A X2 MEAEETD
RER LR PRI 7R 2R B LTz,
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<EEME>

AFEFEGIIRILD 97.6% (1,410/1,444 f5]) 1Z3BLL7Z, BUWERIZ2ED 79.8% (1,153/1,444
) IZHEBLL, FANRTHURED 88.6% (851/961 ). 77 ARREED 62.5% (302/483 fi]) 12
WD BT, PR TEZUBEXILT T 2REED 5% FICEE LZEIWEAIX. 0 (b7
VHE 54.6%. 77 EARHE 19.3%., LATEER) . ZIR (38.1%. 16.6%) . WHIBHIR (29.1%. 12.6%) .
SR (23.2%. 5.2%) . NNHZEE (15.8%. 11.6%) . 58 (18.4%. 9.1%) . ZHIE (10.4%. 3.5%) .
M7 L7 F =800 (9.9%., 9.9%). 9 (9.8%. 4.8%). FEMED W (7.5%., 4.6%), &
IR (5.7%. 0.2%). fHfk (5.4%. 0.6%). Bl (4.8%. 5.4%) Th-o7c, b TH
BEORBENGN 7 7 B RN T 0.4% L E@ > EEZREWERIZ, 77=v T/ 7
VA7 =27 —BHIM (0.8%., 0.4%), TANTXUBT I FT AT =7 —EHIM (0.8%.
0.4%), N7 A7 IF—E EH (04%. 0.0%) Thol,

Torres, V.E.et al. : N Engl J Med. 2012; 367(25): 2407-2418.
FENERE - FYLERENYE L IR D O BB R A x4 & Lo IR S M iR - [ERR LR

@ SIADH (28T 2487 U U A e B

SRR GRBRE S 54) 2
SIADH (k721K MU v AMAEEZHF T 5 BARANBEEZXIRIZ, bAARTH 75

H £8] ~60mg/Ei iR 30 Hil&x G Lz EomiEr ~Y ﬁAOi%fW)ﬁﬂ:%K%O“ <HZ
PR OREEERET %,
1RBRT A Sl deE, EER, R, 1R
B SIADH (281 24%7 ~ U v AUEEH

o IRV LU WIERNE (SIADH) OZW L iBEOF5 & (CERk 22 EREEUWET) |
%%, SIADH EHeEZI S -8R

-ﬁﬁ@ﬁﬁ 7 H ML B U TR ERGHIIR (1 B O K S BIRE % (KHE 1kg 4
729 20mL LLF) #FEHELTEBY, hoRZ ) —=V ZHBERICKT MY 7 Al
JE (MiFF BV 7 ARE <135mEqQ/L) 2AE L TV W EE

T BN ALY o A7 Y —= U TRAERD GRS QEBIREERMARTH) £ TKOEEHIR A
FRiLCThH, ATEIEY (RBRIKEGRMGRTH) ROEEH 1 B B OIRBRIER 571
IZMfEF R U U AREN 135mEq/L Kl TH O, ORI U —=2 THRAER L
LT, miEF hU o7 AEED RN smEq/L R0 B

o [AEBUSHC 20 UL E 85 LI T O HANESE (Bk)

o KIRBROBMATIC, CEIC X ZRBISEN S LN BHE

R RFH T, 5mg (7.5mg $E% 1 $8). 15mg (15mg $€% 1 §&). 30mg (30mg

FE%Z 168), XIE 60mg (30mg $E% 2 58) OWIThnz, §IR%IZ1 H 1E, &K

k- s 30 HRERR D& G- L7z, 7.5mg #BBHEL L CHEBE ATV, WWBRE & ICHERS
HAEERE LT,
FRCLES 16 151
EREERIIEq 16 151
N HINNEARAT o 52 16 #1
HRER ARk 5 16 %
SRS fRAT R G 16 i
IR REFRAT 05 14 %
T I B
BB AOMET U 7 LEEOEFLES
- Bl R BRI
AR g 1y o B O (R
o IMIET MY U AREOHE
o KT b YU U AMSEICFE S BERIER OHER
S5 ) S F 1 BIRE, 1 BEUKE, 1 BARSDIE, MiFREE, RKIZREE. 1 BRRFFRY 7 A

PR, Mg AVP

SMEREEIIEE | hAANT X R OZEORFHHY (DM-4103 O DM-4107) O i rhig

== - NN N =2 ST PN Ay 414
S géiﬁ\%%@ﬁ\¢3&0/4&w%4/\12%%L@!@E\ﬁ%
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[#55]

< EEREAHEH >
REEGEAOMEST MU v AREOER(LEASIEL, 81.3% (13/16 #)) Th-o7-, &5 3 H
HIZMiE T b U w7 AEEOEFILEIAD 80.0% & 720 | LIKE G IBBRIRSL 5. 13/ U MIE 2N HERF &
Tz, ARBRTI, HERTICHEL THRAENSRE IR, TOMEEFHERTE A IC
80.0% (12/15 ) OHERFE TIIIE T bV v MRENEFIL L T, Fk& 5% 7~10 HO
T a—7 v THRE TIZIEFILEIA N 26.7% (4/15 #]) 1ML T LTz,

(nEF )Y LREDETEEES]

- Mg+ bV v AREOEFEE
] (EFARBIE 45500
FERHmE B
B BEH | 81.3% (13/16)
£ 5-H

®E1HH (&ERD 0.0% (0/16)
52 HE (F5A) 43.8% (7/16)
53 HE (F5A)) 80.0% (12/15)
)
)

Beh 4 BB (Bh 80.0% (12/15)
w55 HE (B5HEI 85.7% (12/14)

B57HE (B5A) 92.9% (13/14)
Beh 14 HA (& 550) 83.3% (10/12)
®E21 BHA (K550 80.0% (8/10)

AP BB B OER KM OTEE, IRBREEEER S A E A £ TORKOIETH%E

AR AT H >

< MEF R U AREEOELE

Mg NV o LREOFHMIT, B5HEEE (582 B HOEERD) IZEX—2A7 14D
126.9mEq/L 705 6.9mEq/L 5L, %51 3 A B LKL 8~10mEq/L @ FH- &2 #FF L7z, &%
KBEERAOMET b ) 7 AREOR—ZT A b OB bE CEHEEEERZ) X, 11.0
+4.3mEq/LL Th o7z,

- Mg R U U AREOHER

IR 1%, &2 TCOWHRHE CTMIET U U ARENSESCHIC EF Uiz, HiEFo0 5 &R
T, IRBRE A G IR I, Mg b U T AR TG BRAART & bl U CEEDSHERF ST,
IR G4 T2, 3G N U U AREIK T3 287D b,

A\
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KT R U T AR A O BRRTER OHER
N=RA T A VRHTET b U U ASESAE D BRRIERDSEED S 7o R 1 16 B 6 1 Tdh -
Too WA T A VFOIERBITIZ, BRED 6 6, EACRIRDS 4 41, ik & OERRIES 254 1
Bl T -7, HEEEGRRIZ, BRELOERAROE(LL4 1 6] (Grade 1—>Grade 2) 72
DOHNTZD, WG FIRBOEIT O 72O IR S HH PIZE T LIcgiRE Th -7, €D
L DEFHRIEIRIE, ERREEOIZDHERRE L Ro 7o 1 HlZRE . WTiL b fofd & 538 B IC s
XiFEALR L TH T,

155

150

140
135 - [
130 4 Y

125

i+ &9 7 Ak (mEq/L)

120 4 4

110 1 1 T T T T T 1

BEEH
) TR G- A LU OHER
(& F )™ LIRE D E B H#EF% ]

<K FRHMIE E >

-1 HRE, 1 HEUKE, 1 BRSNS, RigEE, 1 ARFFT U o AgkiE

TR I 1 BIRER O 1 AOKEORI, 1 BRI OB, JRIZETE O F A5
Doz, 1T ARFFT MY U At EOZLEIZIX, BIRERERIEERO bz oT,

- MIFRZEE

TRBR IR 544\ MIEIREE O LHPFRD v, HH5KTHRICITE FEm 23RO b,

- MmAEF AVP 2R

TRBRIRI 514 (T IAE R AVP IR O ER-NRBD S, HHK THICIHE RIS bz,

<HEREVE>

BEFEGT93.8% (15/16 ) (3B L, BNEAIL62.5% (10/16 ) (2B LT, HbHELFR
O HZEIERIZ OB 34 (18.8%) TIKWTILHF 7 L7 T = BN KR QMK E D4 241 (12.5%)
Thoto, BIEENEEORIERITRD behotz, TEEORIEMIL 18.8% (3/16 )
O b, AR, EEMEEHISNIGE, OEEIAMGE, SR, AEBD ChHoTo, £72. 1
TR 2 BHBICES MY Y AMIEOZGEMTE GEEE, B 8 NRILL, BRI
ERdikEns,

PR - SIADH BF 251 5 B AR S it



2) REMHEB
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D LFRESICEIT B KR B
FERRAR FRBREE 47) »»

BETR OFI R IR 2 i L TV C HIBFI 22 RIRETE ORD 5 b 5 o MtE b A2
H i FHHEXBIT, FAANT X U BIMGHAE 16me/H T 7 HRE (GREH 1) #%54% . FiZ 15mg/
HSUIFIRIEAR AR 723413 30mg/HICH LT 7 A GAWMN) #5 1L,
Bk, LR OMEREYIEEIZ OV TR L 47,
RBRT A v FEER. FERIR. Zhisk AR
S %ﬁ@ﬂﬁkﬁé?ﬁfﬁi%%ﬁ LT T HIBREIZRRIEETE 0RO 65D 5 -tk A48
« BEBIATEH O 7 HLRD B UMERIEIC RT3 A FIPRIIEIR & Fhi L T 5 BE
« BHBATER O 3 LRI L UL FOWT ORI REIREZ AL, AREs AT
FTLIERMALTVWDEE BEMI VB TEDORE LEL)
— 7nrt3I N 40mg/HF Y &L EO/L—TFIRIE
— —TRIREL YA TV A FRFREE OO (AEEMD2D)
TR BRI = V—TRRELH TNV AT U EOHE (HEIZMbARW)
© BFEIZRARATRIC LY . FRGEIE, D o f SUTHFFIREIRO WL O FT LA
BOLND I S IELARERE,
© 20 L E 85 UL T OB (AIERGER)
© ABRRE UIARIRBRO 7= O ICBIRWRTA 2 S 5% 5 2 T (k& 5% 7~10
H) FTABLA[HE/RBE
TR, FERIRASER L Ol 5 S I F_TONHI LI 13, R 1 i G 24&
L. ZAUZEZRS L2 VBRE B T RAT LT,
TRE 1) KON 2) OREAEENT- L, IRBRETEMSS Y & HW L725A5121E, 30mg/
R e FICHR L, 1) XL 2) OWTnd, UM OREAER - S 22O RE 1L, 15me/
B CHG 2k LT,
1) REMT 1 AH) © 24 FEREOBLSHRTN L ORINED 500mL LA T
2) IBEHID6 HEE 7THHDKEDX N 1.0k g U
RIEM T Tl bV ARTZ 2 16mg $E4 188 (16mg/H) . AR Tk, M7 H
L - A& v 15mg g% 168 (16mg/H) XX 2 68 (30mg/H), W¥ith 1 H 1=, 7 HFE,
%, RENEROPER 2 EHT-HICHELNITKE & BICIRA S E,
\ TRIEHT T 15mg/H | 30mg/H | .
AW wr T
ENEILSS — - — 50
B 36 14 2 52
PR EL RS (FAS*) 36 13 2 51
JINES A2 H A AN - e
/;Eﬁsgfrf;ﬁﬂéuﬁ & LT-xt4 a1 19 9 -
BN RESRAT kI 52 36 13 2 51
L RN R G 36 13 2 51
* : FAS : Full Analysis Set, **PPS : Per Protocol Set
EEIHE A
- REOE(L R
FOERIREE | ap ep o -
BEOEE, FREE. Mo om, HEHIEE. FER Mo, IEE
WNFFMEE | g bV oA, B Y O ARE Mt AVP R, miEREE, 1 BIRE. HokE
SEMENRERIMIEE | hAAT X U ROMEM (DM-4103, DM-4107) #2EE
S E H HERSR, WERRE, A 57/34%4 V.12 FHELEMBRE, LY —DERBRA,
- NYHA §fE3E, L==a—pFiA (LVEDV, LVESV, EF)
[#55]

52 BNZ "R T & 15mg RG-Sz G 1), BRIEMATER 51 Flo 5 5 36 FlATE
B CREEKT Lz, WEHIICBITLEZ 15605 5, 13 #iZ 15mg 23 %5 =iu, 2 i
IZ 80mg N FE G-,



| V. BRICET 5

< FEEHIE H >

- KEOEE
MV RT & 16mg/ B O 14 HRE kG G132, FEFMITEE OKEOCLLETHRE 7 HE
DL & IR BB 2R LT,

—O— REH I TIHRERT (n=36)

A © | —e— 15 mg/B#ESE (n=13)
@I
S
S
TS
R
N
Y
N
<
5L
/}\-) e @ 0@ @@%@@ ®©«®© 4 0@ Q@ @@ e@%@ e
/)_/) N '\
;_/ Mean+S.D.

BESI (7TEHRM) BAEEAT (7TEHR)
(AEDOEILENHBRCAERM ILTIIL—T . 15 mg/B#EEY IL—T:FAS)]
< BIWRAOETAMIE B >

(DMEFRICHESFTROZEIE (15mg #E#xs) )
15mg/ H fikfse 7 /v — 7 CIEFARIRAS SR PR, MEGZEKL O 5 - 1T 7 A B LR & &5

RSS2 LIk I I ENED BT,
OMETERE AL 5 AT A EE A 58 e rasaing
HE R RZ L E (em) -1.74+1.34 -2.50+2.02
KiE:d [9] [9]
JHFIERZ L E (em) -1.50*1.55 -2.00+1.71
KiE:d [7] [7]
T ESCESR (%) 44.4 66.7
KiE:d [4/9] [6/9]
fiti 9 o MdGEE (%) 30.8 46.2
KiE:d [4/13] [6/13]
ZOMOTEIE (%) 66.7 83.3
(5115 [4/6] [5/6]
Jiti 7 & OWERE (%) 0.0 0.0
(5115 [0/5] [0/5]
BEOWHEE (%) 14.3 14.3
(5115 [1/7] [1/7]
(Mean=+S.D.)

<A FRHmEE >

MiEF U T LAREOR—RAT A ipbOEbE (CFAECEERAE, LUREER) X, 1 HH
4~8 5[] T 0.39+1.99mEq/L, 1 H H 24 B[] T 2.42+2.53mEq/LL. TH~-7=, 7 HH TIEI~X
—ATA LV EIRERIUEE eolz, WREZ L OHBREA 5L, 7 HEH £ TIZ 10mEg/L %
ZTCHIET FY U AEEN B LEEBRE TV o722, 2 HAXIX 3 HEBICEREN
156.0mEq/L & 72 ¥, FIESEAECHE L7272 08 G RIS E - T2 BRE D 1 6 H - 72,

MyEH VT LREITIN—AT A L OENBIZENEEL LD o7,

BRI N—T TIHIRFEEG 1 A EPORGETECTRENEM LI, R—2AF7 14D 1 HJR
B CF¥WME) 1% 1,547.2mL T, $5 1 HHIZ 1,197.0mL (Wb FHME) 8L 7, 1B
ML, X—AF A 5 7 HHEETIZ556.1~1,197.0mL 8501 L 7=,



| V. BcT 2EA |

<ZAeME>

BIWEH ORBRIT LA T 80.4% (41/51 #1) TH-o7=,

BRI N—TT %L RICHBLLZBIERZ, R, 7 L7 F= 800, > R ok
e A U AN, iR RFERE N, i REREN, BR CTh o7, ROLBEBENFE Do
BUWERIXOE 84, W CTENr--oiX, mHRFEREMN (10 #]) TH-o7-,

MU T 52 13 15mg/H 14 A O EG TH R EMICERREREL RIFI o T,

FENER  DHERIEREICRT 2 7T H A B LM E O
Fukunami, M. et al. : Cardiovasc Drugs Ther. 2011; 25 (Suppl.1): S47-S56.

HE . AAOARIN T D LRI 2 HIERITEIZT 2 iR OHEE TEF, A b
THELT1hmg & 1 B 1REEO®RET S, ] T,

@ MR BRI B
HEmRAEBR GEEE 50) 7
BEFORIRIEZ G LTH, EAPRDONDIFHEEREEXGIZ, bAART
H £ 7.5mg/ A & 7 BRI O #5%, FIZ 7.5mg/ A XITR RN 452 B4 13 15me/ B (2
=L CT7 HERO®ES L, 22, ok, ROUSEFIEMIREIZ DWW TRE Lz,
BT YA FEEM. FERIR. Zhak LR
x % R OFRIEZ G L TH, KBRS b DAL RS
o IREOEGE W THAEZS &l S o B
L ZOMEAOERITIE, MEMEFFEE CRIEMITRIZBD bNZb D) 25T
o BEFORNRIKIEHE ClI, BARE RE 72 E ORIWEH XULE OB &N LB FOR| R %
HWETET, BABRD LN EE, i, BEFEORRETIEHORIERE LN
T JEARBRD LN D EBE
o [FAEBREHD 7 BLL LIS, UTOWTNLDONL—FFRRIELHT LV R 2T 0
VIRE OO RS (BOAD) I L QLWL B
TR P UE BT DR (A4 © 10RO HEYE
—TFIRE (a3 MHYEa L LT 40mg/ AL E+AEYR ) 57 h 26mg/ AL E
N—TFRE (7ut I RHYE2L L TC) 20mg/ AL E+AEB T2 2 50mg/ AL E
TAX=FR:1mg/H, ELZ=FK:6mg/H., 7> F:60mg/H,
FZ&I F:8mg/H
o ABEBE XIIAIERRO T2 DIZ ABLRTEE 72 B
o 207%LA L8O MUAT (RIEIUSERER)
o [FEBEHDHDEE
7THBIZ, TROEEINE ST 8 HHUUBIZI ST 21RO HEZRE LTz,
TNELOHE R HEAE A T S 2RO 1L, 7.6mg/ H A fke i 5975,
8 H HEARED RO BRI L7 RE X 16mg/H~CHET 5, 72720, BBy
JH ) E e HERID, R ORKITERER OB L CW I EEFRAEE 2. HENLER
W EHIBT U723 TIR, 7.6mel H ARG LT Ju,
HEANE . 7 HBOKEOEEGRT (1 HA) 2H08DH 1.0 kg A

BH1~THEIXZ M ART S T5mg % 18 (7.5mg/H), 8~14 HHIX M AT ¥
HiE - HE > 7.5mg $E% 188 (7.5mg/H) T 28 (15mg/H), Wb 1 H 1E, 7 HRE., #
BBITELTK & IR &8,

7.5mg/ H 15mg/ H

R kg I
REELN - - 50
5 £ 5615 30 13 51
L Sk e RfEbTatg: (FAS*) 30 13 51
TRBR SR E IS A Loxtg: (PPS**) 30 13 51
SRR B REFRAT Rt 52 30 13 51
L ENERRAT X 5 30 13 51

* : FAS : Full Analysis Set, **PPS : Per Protocol Set a: 8 A LIIEMKRHI & ST
BRMEREE BEOL bR, I, = a—IC XDEKITERE (BB | TRRE (&Ef) %
FNFFMEE | miES MU U ARE TR AVP IR, 1 ARE. 1 HEUKE., KON

EHBRETAEE | MiER S AT F U R ORI
ZARVEFHIE H BERL, WKRE, M 210 LEX




GEED)

[ V. Weic3 25H |

51N T2 T5mg G- (&), 205654187 HHETIZ THHEHFEZDOH
Bl CIRBRZPIE L7z, 1853EA2 7T HREEG Liz46 Bl 5 B, 7 HREBES TOS THIE 3 #lT
Bbo72,8 H HULBEIRER &Mk L7243 B> 9 5 30 filZ 7.5mg 3% 5-Z 4L ( b v NT & 2 7.5mg/
AfkRE) . 13 liC 156mg A& 5-Sv7- (15mg/ HHE &),

PEEFARTH H >

<H%h

REOEA &

7.5mg/ A COREDN—2F 4 15O EIX 7 HBH-2.22 + 1.55kg, &i&HK5-
—2.97 + 2.57Tkg Tho7-, HWEDOHADIZT1 HENSHED LN, 7T HM &2 TR G 2k
B4 D2 L CHIZHED Lz, 15mg/HEEETIE, 7 HH 0.05+1.00 kg, Hf&#E5EE —0.05
+2.30kg THHo 7,

4
3
2

FHEOAR—RSA 2 1D05DELE (ke)
|

FEE + ZERE —A— 7.5 mg/ B
®E=1: #HE3~4HAE
BER2 . #HR7~10HE

NR 4 2 3 4 5 8 7 8 9 10 11 12 13 14 EE 88

41 21 82

KH(BE)

F% 30 29 29 30 30 30 29 30 30 30 30 30 30 30 28 29 28

EEOR—RXSA4 2 1H5DEE k)
I

(AEDOEILEDHFER (7.5 mg/B#EHEE)]

L

LD

Fi9fE + RERE —&— 15mg/HIEE
®BREm1 . #REW3~4HE
®EE2 . RER7~10HE

NR 4 2 3 4 5 6 7 8 9 10 11 12 13 14 BRE &E

41 =1 €2

Ik

HAER)
13 13 13 13 13 13 13 13 13 12 12 11 11 11 11 12 12
(FEOKLEDHBE (15mg/HIEE)
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- JEHOZE LR
7.5mg/ Akt TOMEFHDX—ZF A b D &EIL, 7 A B-3.62 + 2.0lcm, &&HEG
K§—5.07 £ 3.52cm Th - 7c, IEHHIL, 8 HHEILL B Gk 5 Z & THIZHA L7z, 15mg/
A ECIE, 7 HE-0.09 + 2.78cm, &£ 5 HF—0.68 £ 3.80cm T - 7=,
TR
7.5mg/ H ke CO TR OUERIT 7T H H 63.6%. i 51F68.2% ChH-7-, 15mg/
A&ETIX. 7 B H 14.3%. Hf&&K 5K 28.6% Th -7,

<FE) R HEHEE H >

MiEF R U AREOR—RF A4 0O CEEMECEERAE, DLFFREE) 1%, 7.5mg/
HifkfE ClL, 1 HH 4~8 Kffi]-0.3+ 1.8mEq/L, 1 H H 24 Fffi] 1.5+ 2.0mEq/L, 2~4 HH 2.4
£1.9mEq/L, 7 HH 1.3+2.2mEq/L Th -7z, 7 H HLUBEOZLEITME T L, REBEGRIIIT
NR—=2AF7 A1 LIFERCEE 2o 72, 15mg/HEEETIL, 1 HH 4~8 1 1.2 + 1.6mEq/L.
1 HH 24 B 2.2+ 1.9mEq/L. 2~4 HH 3.7+ 2.0mEqg/L. 7 HH 2.5+ 3.8mEq/L TH o7z,
BhHEAMES, BRI LA L 8 HA 4~8 i 3.0 + 4.1mEq/L. 8 HH 24 B 3.1 +
3.5mEqg/L, 9~11 HH 4.3+ 3.6mEq/L, &G 3.3+3.4mEq/L TH -7z,

7.5mg/ Bk TO 1 HIREDR—AT A b OZ28bE CE¥MM) 1. 1 BHH 1119.7mL, 7
HH 831.4mL Th-o7c, 8 HELMOZ(LEIZTHBE LV L, 8 HAH 624.4mL, 14 A H
646.3mL TH o7, 15mg/HEETD 1 HIREDX—2AT 4 b0 bE (B{bE) 3. 1
H H 904.8mL.7 H H 559.8mL T& - 7=, 1GRHE 2 &% A &I3D LML 8 H H 772.5mL,
14 HH 813.3mL TH - 7=,

<HENEH >
IR TREIWEH DORBLIRIL, 56.9% (29/51 5]) T - 7=[ b7 % 2 7.5mgl H fkft 73.3% (22/30
f). 15mg/H#EE 23.1% (3/13 f) ], &A T, RHIMICE bRIEFE FD > ZEER- X,
M8 21.6% (11/51 f5l) Td -7z [7.5mg/ HiflkfE 33.3% (10/30 i), 15mg/H ¥ & 0.0% (0/13
B, FDIED, BIRTREERN 10% %282 = BIEMIX o 7,

KPR - IR (TR 1T 2 T A 2B 2 D L EME ORGE
Sakaida, L. et al. : J Int Med Res. 2013 ; 41(3): 835-847.

HE . AAOARINTODIFEEIZR T 2 IRITEIZ T 2 iR OHEE TE, A b
THELTT7Emg 2 1 B 1RRO®KET S, T,

@ FYBMREMESLIEMND 9 B EE
S MR (TEMPO EXTJ 3Bk, #REK R 53) »
EWNT AT Z o ORMEZEEROENEORIEE BEY L Lz TEMPO 3:4 BRI
H iy MU, 34EMOBL Z5ET LIZE R REIESZ IO ) BB EE ZXRIC, MR TH
V&1 H2EKEROES L CEHERE COREMER A IMEDORGEEINET S,
IRBRT A v | IEEMR. FEXIR. Zhik I AFER
o & WY RO O
¢ TEMPO 3:4 #BIZSM L-ENOE YA EREEZ LD - B EE <, TEMPO
3:4 RBR COJEFIEZ N T X TR S N7 B3
o TEMPO 3:4 iR C 3 EM OB G 25T LI BE UTEIRIC & 0 85 % Fkr LB
A2 FTHRT LIZBRE
e TEMPO B 314 TRIELIEZAEFENEEL THD UILZELTWHEEDH
B, BEFFAEONEN R L 2o BE

M ARTH % 1 H 208 @15) KERO#ESL Lz, AF L oBRIEMbRV, i/
A O MRBIC oW TR, 9 RERA4EYE L U7z, Wis/asay (B 5-pa4A1E 3 i) 13,
1HEMZ LT AR FCEAE [#] 45mg/4 15mg (45+15mg 1 A 2 [m[#%45)] 55
ZEIAE L, AEMEOFMIICESWCHFARE (60+30mg 1 B 2 F#4E), EHE (90+
30mg 1 H 2 [EEEE) ~EWy L, AEENRERD SN T2 GA TN L=, R#
G (%5846 3 WA LIRE) 1%, MR CRABMHORD b REAEZ RS E&L
L=, B5HWE2®C OREOME - AR (45+15mg 1 H 2 [E#5, 60+30mg 1
H 2 [EEE, 90+30mg1 H 2 [E#%5) O#FFANT, Wi - Wi e s Uiz, WiEA
R OEHHRSHIC, KA® 45+15mgl A 2 [BlFE) CTEFMERBO SN2 T-
WERE IR E RIS D2 & & Lz,

TR

ik &




| V. BRICET 55 H |

R 150 (FK)
#5515 135
BBRE S A IR T 52 135
TR R G 135
RN KT G 135
ARSI B g@] E%;};fﬁi&%ﬁf;%ﬁ [(HEFLRER (KGR (eGFR) . Iy 2% F > C (Cys-C)
HAFFAMER | JRPHEREER Y (MCP-1) R, JRIZEE
LZEMFMEER | AEFES. BFERA, WIEF AVP B, S 20 A, KE, 12 FELEXRE

[R5 4]
<HZHEREAME B >
R EFEOMEIL, #51% 24 » H £ ThRA ML, B5% 36 » A THIMNRD Hivi,
PERIDIEVNZH &N TIE R o 72,
eGFR O, #5454 1 IR T L, 2 0% b GHH %28 U TR KT Lz, Mg Cys-C
REOVEEITEG% 1EIC ER L, 20% b & 5028 U Chall BF Lo, &BgiERE
EOHBIZ, BLETRD b hoiz,
JRETNVT I VIR 7 VT F = O REH®OEBIL, —EOMME RS ool PR
WZAD EL B, Ko b EITNE o T,
<FEEEHmE EH >
PRIZZEE K R MCP-1 R EEOFEEITNT T GHZIIET L, R MCP-1/RHF 27 LT F
=TI 5B OB —EDOMEANITRD SR> T,
JRH MCP-1 ¥ K OYR ST MCP-1/Rh 7 L7 F = I BT3RO b o T2,
<‘z@etk>
HEFRLIT, 100.0% (135/135 i) THBLL-, bREIUFENE - GEFRIL, 1018 77.0%
(104/135 fil) . T 50% &8 2 7= F5R 1T, SIHFHAZ 69.6% (94/135 f5]) | HIR 57.0% (77/135
) Tholz, IBEERIEL ORHMENTE TEX WA EFRS FEIEMH) 13, 21K 99.3% (134/135
B) TRIL., RbLEBEIEGNESTZHFRITOYE 77.0% (104/135 ) TH-o7-,
ARIRBRCIX, SECHNIERD Hienotz,
WL DO EE A EFESRIT 20 6 31 MR L, 2 BILL EICRB L EERAESFGIIE R
BG4 ), BRI 2 flCTh oo, FHELSOEE LG EFLOFBBERFHEICmY X2, T
ANTCOFEG TR LRIE SR S iz,
TR OB G IRICE > - A EHERIT 6 6] 8 fFICHIL LT, BB LI-FRONFIL, BHREREE 2
m MENTREE, by L7 =, INEE, EE. HUR. ZRBENRTN 1 BITH -
o M2 LT F =N BIDIRIENE Tdh - 7o LIAMNE, BIRSUIRIE D3RR S iz,
%ﬁ%@%% WCE ST AEERIT 28 NI L, e bBIEN L0 - T2 OIXNTHERERE 8 ffil TH -
2o T B 3FNE, FREERICERMUIKIC LV IERE P IE LT,
BeH5#%3~9 » HicT 7= - 7\/%572715%f(Mﬂ)XiTRNﬁﬁV%T‘/%?
VA7 27— (AST) MNEMEME ERO 3 2B TER LogBREN 8 FlZFRD Hvizhs,
T HEIEIHER I, Hy's Law OREEICEZ Y T 290808 il oo Te, £z, J"??ﬁ%@
Eﬁ RV, 7 LT F = OISR 2 I ER U s, OO BRI O HERS I Z BRI
B LT D b ho Tz,
A4&w%4/ RE, KON 12 FHELERRERS RO ICEERNICERO & 2 26T b
o iz,

Muto, S. et al : Drug Healthc Patient Saf. 2017; 9: 93-104.
(5) BE - WEAKR
BRI L
(6) AEAIER
1) FERARERE (—REARGRE. FEEARERE. EABBELRAT). HERFTET 4N
—RiE. WERTRE ﬁﬁ%@ﬂ@)
ODAREIZBIT DRI AR D G, TR 36T 2 IR (AR DA A A o 2
OO ARFEHA & . OARRITIIT DERIEATREITARD 1 > ORGSR 50 % B R AR 4 F2hi L 7=,
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2 PRIE I B AR 2 AT Ak i A

M= T RIPRIEE DM ORI RIE TR 53 72 0 EITIIT D IRHEIT RIS DA T 2 L 7 SEB

B W T, I FIcB ) 52 etk AR HERT 5= L A e 5,
AT | PpdessR
JiE 5% EASSE B : 3,000 B, Z2MEMRAT R SUEBIEK : 3,349 B, A PEMAT I SUERIER : 3,306 f1
ABAEAM S | F2Maii] - 2011 4 7 1 ~2015 € 12 A
EAFHIIE H| EARHETEE - m MU U AMGE, s U o AN
et
2 VSR R SR 3,349 BB\ T BIERIE 607 1 815 {4 &+, BIMEFA R HEIA1X 18.12%
(607/3, 849 f5) <, TAENWEH (1%LLE) 1, 0¥ 282 ] (8.42%) . M) kU ¥ AMAE 147
Bl (4.39%) . ML RFERE 36 i (1.07%) TH o7z,
TeRER | AR

REREFIZBIT D=2 T 1 (F5ED) »EOBE CEHE £ EHERZE) X, AFHES 2
HEXOVAEEZH DL (p<0.0001, HE0dHs t e, LTFREEE ( %57 HHT2.35 = 2.64
kg (1,242 f51) , #4514 H B C-3.54 = 3.81kg (721 f) . M 5HT-3.07 = 3.42kg (2,154
Bl) THY (T p<0.05) | N—RT A UhEOME LIZRERD PR ST,

OFFREZS (1) 2 I ATRE (AR 2 fil 1 e 2

N—TRRIEE DL OFJRIE TR RA 43 R IFRRZE I I DREITRE Y LA A 6E 7.6 mg, XiT

H B | AR BEERL 1% %0 L7ERIc W, AEEFICRT 2 ReMt, At emids s
HHyE 45,
PG | PREEE
JE B HAZSEFIEK : 1,000 5, 22 SVEMRET T SUEFIER « 1,100 65, AWM SERIE : 1,098 i
ERHAR S | MR - 2014 £ 6 H ~2017 4 10 A
FARMBEA| EATATEE  FEEREE, 57 Y U A ME
e s
TEVERAT R SAER] 1,109 I3 T EIMEM X 193 1] 262 s S v BITEMA R HREI S 1T 17.40%
(193/1, 109 ) T, FEZREWEH (1%LLLE) 1%, 078 73 il (6.58%) . JFHEMNIE 25 61 (2.25%) |
Mk 17 B (1.53%) . w7 b U U AMEE 1861 (1.17%) Th-olz,
g Ak

BEREG % RO REREGICR T 2 X—2 T 1 > (FHED) DO bR CEYE = EERFEZ)
I, ARFIBEE- 7T HET-2.55 £ 2.73kg (490 ) | #5514 H HT-3.82 £ 4.09kg (302 #) .
BASEHIIREC-8.51 = 5.29kg (711 H) THY, R—R T4 v LKL TT R TOBILERHAICB W
THEBERKERDPZBD LN (Wb p < 0.001, HIEDOHD tHBRE) . N—RAT A b Ok
o8 LI IRERD 3t bz,

@ LAENT T D RHEHTER (2R 2 B i 7e 1 B AR UBR

HAY

DR REE TRYRA A5 22 AKIEITRE D b 5 DA EBE 2RI AN T & v @i b LT-BR o,
PRBINLPRICKITTHBICIOW TR T 5, iz, RIS LR T OAZMEIC SV TR
+%.

AR T YA

LR ILR, 777 BRI, T EER, WATHEH HEGEAER

BSES

NV— T RIREEE O OF R TERA 5y 2 DA IS T 2 Wi 264 2 8F

RERIEL

HAEREMIEL : 100 5] (RANRTHZ R 75 RS 50 6)
PENEMRAT RS REBIEL - 100 5] (R T Z UBE 7T BREES 50 )
BN MEFRMT R RIEGIH : 98 5] (M AT & VB 7T B REEK 49 )

& - &

1A 1, FriFic, hAARTZ 15 mg SEXITT 7 BREE 1 fEa KEROKRET 5,

S fti 91

2011 4 10 A ~2013 4£ 5 A

ERAN R PR RE!

At

PR TH GREREESGBH LA X b (DIERFERICLDEE UTLAREDOHE) 3
EHETOMM (4~ MRAERIRK) )

Bk

RERE

EvAS L ES

At

HEMIZR TRICKT DR E LT, BaMMITIGER oA <X MAERIS GRENEK) 1T,
ML AT 52 HET 32.0% (16/50 ) . 77 EHREET 42.0% (21/50 ) Thoto, A2 hDR
FERAERIT, 7T R TA R FORENSE - R BRE G A2RE . "N THUREE T
TR TRKERZET L, MARTHZ R T T BRI L T, DAREEOT RN T
HBEFELSETWHD LIV o T,

A 2

THA&TH (BE5KTH 1A OEREHEFICBITEZX—AT A4 »inbOBbE (CEHE + gt
W7 1E, "ANTZ U199 = 1.61kg 474 | 77 BAREEN-1.20 = 1.97 kg (44 #1)
THoil,
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2) RRBFHELTERFEODANBTXILERL-FE - RBROBE
MEAFENBEICH R L TR Y, 2o, BAFEOHRE D E O YR ENEZ R D 5 faE o
ITHIH ) OZREB KGR (2014 4 3 H) IZ FRLORRESEMIF S 4, KRS MICE S &, 2F
Bl xt G & U 7oA AR AT A 90 L 72, 2025 42 9 A IZ2FIRHAICBE 3 2 &R &M 2wz L2 2
EDHER ST T2, TRLORBSM R STz,

MER TR, —EROIEGNIR DT —Z BEB I D £ TOMIT, AFIDEE SN BIER %
KGN BHLERFTEB I E L R T D Z LI L0, RKEIDOLZEME R OEIEICRET 57— 2 74
WICIEE L, AFlo@EEFERICHERFEEEZH LD L, Fo, £l RICO VW TITIEM
PCdET22 L)

ADPKD (2% 2 s A (i)
BAMPBECAR L THBY ., »o, BEMOMKHENHE Y ADPKD Ol 4 H AN A2
A& LTIERIZ W T, HAEETICBIT 2L2ME, A EMRTAZt2EMNET D,
AR | 2flRAE TR
iE % EAZREBIEL 1,600 B, Z2EVERENTRIGUEGIER « 1,672 51, AWM SAEFIER - 1,672 4
ARERMIRSE | FEREHI : 2014 4F 3 H ~2022 4F 3 H
TN ) EAGREIE A - AT RS - IFEREREE. m b Y U A fE
ek
LARMRENTRIGHER] 1,672 Bz W T, BIEMIX 777 #1 1,440 #Hds S, BIEAZSEEIA X
46.47% (777/1,672 i) Tho7-, ERBHEA (1%L L) 1%, JFHEEEEE 160 #] (9.57%). MK
FpimiE 138 51 (8.25%). HE 135 ] (8.07%). w7 MU U AMIE 93 #i] (5.56%). NFFEE 53 fi
(8.17%) . BkrerE 53 B (3.17%). #IR 316 (1.85%), v - FNANFX IV TV AT 2 TF—F
BN 22 51 (1.32%) . FEMED FU 21l (1.26%), M2 L7 F=4EM 21 ] (1.26%). Bk

H H

IR 20 1 (1.20%) . FMEHER 20 B (1.20%). (B 19 6] (1.14%). &4V ¥ AffE 18 1 (1.08%) .
MH PRSI 17 #1] (1.02%) Th o7z,
HRME
AR AR OZ{L# (Estimated Slope = Estimated SE) 1%, #&5-/i72% 6.75 £ 0.22 (826 #1) .
BHH 3.68 = 0.95 (1369 ) &iHRTL Y EEFTHEIZHE A L (p=0.0011, Wald #E) .
WA B ARG R O MEI R R S e,
(7) =it

1) AT
KT MY o AMERE (9 oo R4e, FFZ, SIADH 72 8 &de) A kt5 L Loise 111
F 7 Z 2 Rt BERER O A 2 T L EVERAE O AT (Aot 2 3BR. 22tk 4 B OkEHR
&, HEERE Ik SRR BT 5 EHR G TOAMER a0y, BN L
PR — N T2558E7—% L L THW:,

OIKF b U o AUSEBFE BT DA 2

SN CFEM LK b Y v AMIERE (9 st o4, JFEZ, SIADH 22 X2 Ete) &xig
L7=% I F 7 5 b AR IR EHE IR O 2 3B (SALT-1 35k - #HBE 5 64 K SALT2
R RBRE S 65) OFT — X AR L. AMERHMEOSE L Lic, Zo 2 3RBRIE, FEhaEH
BARDHEO0, FUMNEEE, B, BRBR7YV A U TEMSNTEY . THA IIARBEMICFE—T

%,
H # R A M2V MET B Y &Aﬁuﬁ?ﬁfﬁb:i}aw‘éﬁu‘l%ﬂ‘ U D LRREED E5. - HERFIR
T 5 bAARTZ L DEYPIER PR EVEORE
BT A Shtie. WIEA(L, “EEK. 77 B ARG WATHERM., AR
R E RSO ERIRIFE R ORF N Y v AfERE (FEEE LT, 9 o ifELR4e,

& & PR (JEAKZED JFA4A), SIADH 72 U & EN D), BARANIEEN TR,
© BB RTOMIE T R Y v ARED 1835mEq/L K TCTH L. RIEIEFRSOIA
F 7RSI UE RATREBL O T R Y w7 A fE
- Pl 18 LA Lo B
Day 1~4 : \{EAEIFITH%, FANRTZ 2 15mg/ A T 7T v R&2H 595, #EHIE
vk B e, HEAAEICHE 30mg/ A, 60mg/ A L EE THIES D,

JAREE%~Day30: 1 H 1[E, "ANRTFEZURITITTERE2HET D, 72720, #R
FOWRBEIIGE U T, WE, HEEAREL 35,
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bR 205 151}z (% 243 f]

AR H

R—RF A5 Day 4 %O Day 30 £TOMIET F U TLARERED 1 HY7-0 D
AUC 025 {r&

GEED)

SALT-1 #BA ClL, EAELAET T SR T N Y o AMAERE 1T 205 1] ( h /N7 2 102 4,
77 % AR 103 ) T, Randomized Subject Dataset (% 190 i ( M T X R 9T i, 7Tk
REE93PB) Thotz, 2D o5, AEOMANT (ITT Dataset) (2%, hAAT X R 95 B, 7
Z B ARHE 89 BN I b7z, SALT-2 3kl Tl EAEREIT T ST U ¥ A B 13 243
Bl (R 2 R 123 6], 77T &AREE 120 #1) T, Randomized Subject Dataset (% 234 %1 ( b
NARTHERE1I9 ], 7T RAREE 115 6)) Thotz, 2D H b, HuhEof#tr (ITT Dataset)
Wi, "7 H URE118 i, 7T AREE 114 BV BT,
SIADH/other*(Z /748 & AU 7= iR OEIA1E, SALT-1 38k Tl 43.9% (90/205 ) . SALT 2 ik
BR Tl 40.3% (98/243 ) Th -7z,
SIADH/other* 7 /L —71Z2W\WT, _"—AF A /5 Day 4 (X Day 30 ¥ COIfE Na BED 1
El H7= 0 O AUC OZELEIZHOW T, WTFhoZvEL 7 7Jm“£$ THARRMULAT R U EETS
« WO RE b BER] THEGHFIZR A EZE (p<0.0001) 23588 ATz,
SIADH/other TN—1ZHWT, I Na REOEFAES (fE Na BE >135mEq/L) 1.
Day 175 Day 30 ETOTRTCOFST, 77 BRBELHE LT M AT X U RETEN- T2, &
G A U CHER] CHREGHFRIICAE 2 2 (p < 0.0001) 23389 b7z, Day 30 DOIiE Na JRJE
EFACEIGIE. 7T B REE 21.6%Ix LT AT Z URE65.9% Th -7 (p<0.0001) .
FRTZ RETIX, 77 BARREL L T, fIE&%G0 8 Kt (GHOFEMIE) 76 i
18 Na IBENFRICHEREIC EA L, 30 HIEFHE L7,

QKT+ U v A MERE ST D %R

WA CHEM LR b Y o AMSERE (5 o fth A%, IFiEZ, SIADH 7 K4 &Te) # x5
& LT T A 7 B AR ERER 4 3B (TR 2HAMIT L, ZetiHiosE L Lz,
INBHD 4 RBRIE. Wb AT Z L 15~60mg O IR, SRR, 7T R
AR THDH, BARNIEZEN TR,

RRE BRI GBI )
64 ) U o AfEBRE, ZhaskdiF CRE) ., BIEAL, 77 R, ZEER, AR
Bk (SALT-1 3X5R)
65 ) U o AfESRE, ZhaskdtE (EERLR) ., BEAL, 77 v ARMR, ZEER, R
BB (SALT-2 7t5R)
. il (50 FELL L) OABMESUTBEIEMEIEDIRT R U v AMERE . ShaikdkE CKE) . HEES
b, FIuRM, “EEMK. R
68 RS B Y U AMERFE . ZHERkIERE CRE) . EIERA. 77 BRI, WATHR, HE
B, A R R
EEES|

SIADH/other* 7 /L — 7 ClE. EAEALFNEL S AT X VB 160 6], 7T 2 REE 166 Bl Th - 7-.
B OEEIL, VAT Z B 15.6% (25/160 i) . 77 AR 18.1% (30/166 ) TH 1 |
T IEFIRHIIAEERS (MR TH URES.0%, 77 B REET.8%) Tholz,
SIADH/other* 7 /L —7"C®D R NT X L OBEEIIRIIL. 159 Bl hANTZ UnBE5 Sh. =
DHH 27 HillE 31~60 HMFEG I A7z, TRBRFENR T W W] uﬁ%ﬁﬂﬁﬁaﬂ%@ UTCRANRTE R
V7 72 REECRBRE TH -7, BB OWERE OFA&X, 11~30 AR 28 b7 a2 v
#t 83.0% (132/159 fl), 7' Z AR 83.5% (137/164 1), F31~60 HRE 2 haAT7 2
17.0% (27/159 f3) . 77 B AREE 16.5% (27/164 ) Th 7=, BT O M AT H D
¥ (RS H581332 (17) mg Thotz,

& Na ME D JFR B A SIADH/other* BRI, R/ X7 2 U BEN 50.0% (160/320 #) . 75
TAREEN 53.7% (166/309 #) T -7z,

AEFRRIT. MAAT X R 80.5% (256/318 i) . 77 B ARHE 74.6% (226/303 i) (ZFBLL
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7z, SIADH/other* 7 /. —7 ODHEFZOFBEIGIL, ML AT X R 70.4% (112/159 fi) . 7
T AREE70.1% (115/164 ) ERIFRECTH -7z, MANRT X UFEXIZT 78 RFEOWNT T
FHEFEDN 10%L EThHo - AEFRIT, nig [ b7 Z U8 10.7% (17/159 fl), 77 &
AHE 4.3% (7/164 %51) . LATFRNE], ANEzEE [10.7% (17/159 fi) . 2.4% (4/164 6i) ], K OM#E
W [10.1% (16/159 #) . 4.3% (7/164 )] Th o7z, REEIEN T 7RI D LEAFIC (4%
UUE) @dode NMAT 2 OREOFEEGIL, B (10.1%. 4.3%) . AN (10.7%. 2.4%) .
0¥ (10.7%. 4.3%). MUMHR (8.2%. 3.7%) Th -7z,
- HEDAEFREG, BEOFEFEL IRREEGTILICE T HEFER LRI LI g5RE O RBLE|
BICHEEHBTETIRD N2 o T2,
* % Na MUEDFPRE L LT H ML A%, FFEZ, SIADH OWFIs XTI T = v 7 2 AABATT — % # I
#1, Fho%Hic 3 >OfHE (CHF, Cirrhosis, SIADH/other) 245948 L7=, #EOMEMNER STV B5A1L,
TFEEZE ), [9 sfbEAR4E] ONECRRAELE S,  TRFEZ] , 19 smihiR4] 2RIR ST il X
[SIADH/other| & LT3 F7=,
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VI. RHZEBICEEI SRE

1. EEPMICEESH SILEYMRITILEYEE
MR TFH ) VR ATV Y U A
EE  BEEOH LAY OREE T REIL, KFORMNCEESRTH L,

2. ZFIB{EMR

(1) {ERERGL - 1ERKF
RMVRT L AT, Y Ty Vo B RE U R 2 B2 R & T2 A TH Y | BERETOD

NI TV AR DKRERINZRE T 5 Z LIS L 0 SRk Pt L, ERRE PO 2 D
IRWFIRAER OKFIRIER) 2R

HERIE

Y17 Y1 FRFRE

OFFIARIL
R

M7 IWERFOVE
(U LREHAIRTD
OfF R

IR
W—TRIRSE AVLIL—T ol | GAzES S
OfF B = : )

AL T LE1TFHIAXVLERS

nNIIvvy
V- BEISENE
®FE A

Do
(=)=

Al

> — e N

B=

NI FLV AL IEDOT 2 NS DEXTF RELELTHY  PRIRELVES EHIEENS XD
W2 BEAEICFET DN T Ly Vo B Z 9 L OKERMEZRE LT b, Vet BIRIZ Y
TLYUNREAET D E. Gs- T T =Y 7 7 —F-cAMP-PKA #&EENIEMEL S, KF v 21T
LTI TR -2 (AQP2) DFBUTTHE & & P ~DFEATIC LV K OFEEME % T L TR Z {2
T D, MANRTZAIANY T Lo Ve ZBERETHENZ AL, BEEE TORY T Ly it L b
KRN ZRET 5 Z LIk, BREEOEMZ D2 WFIRIEH OKFIRIER) 2577,

BEfE « RIOKPAE#EdR ITH &I
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ADPKD /% PKD1 & %\ & PKD2 Oi#fn A2 X 0 m IR IRIZ 2500 O 5 R E TSR A -
KEDEEMEERETHY, Bl FEHTHHRI T AF 1 (PCL) ERU T AF 2 (PC2) DO
RRERFICEVMIEN Ca IREDIK T A5 SR I, ZDOX I REE T Vo BIRIZ N Y T Lo i3l
HT5E Gs T T =AY 7 T —E-cAMP-PRA BENSTEMEL U, FRAE I 3\ T i 5E o
JLHE L D DN A~DO D S FR O WNTLHET 272 E L TR O 9 faoM K E21EET 5,

Ehafl MmER

op
NITLIIN2
B0

s

It sREBRBTREETVEL

X o MUNTFI UV REHZBRE I BRBR, 159 2T

CFTR : cystic fibrosis transmembrane conductance regulator ~ PDE : 72274V IZF5—F
PKA :FOF A+ —PA  cAMP: cyclic adenosine monophosphate

AC: 77V 75— Gs : {BtEEGY /8D

MANRT H IR TV Vo BIRFEFER Z A L, XY 7L i X 5N cAMP o L5 %
M4 2 2 & T, BEBELOBOD S oK z2miEl+ 5,

BLfE © NMRRA L IR AT TR R LB RS

(2) ENEEMITLHBRAE
O NV Ty Vo B iRiEHER
MARTZ AL B MY T Lo Vo HIRRBIM L T v b A XEBIEIEARICIS N T, 1
oS TV D Ve FIRAORER R ERIFOICE L, £/, B bRV T LU Vo R
R BAIEIZIB T, ZHIVHH Tl cAMP OBEAERMZ R ST, XY T L i XD cAMP O
BBl L2 b XY T Loy Vo BIREETERZA L TWA Z RS iLiz, b kN Y
T Ve HFIRICRT 5 EEHIEL. 0.43£0.06nmol/L Th o7z,

i) XY T Ly Ve BIREGUER  (in vitro) **V
NRT 2 AT HERERBRICB N T, A e N Ty NEBEOA XE Y 7L
T Ve BERICEWERIMZ R L, B MY T LY USZRIERISHT 2EER (K 1%
Vo2 5RIZ% L 0.4320.06nmol/L, Via S ARICKE L 12.320.8nmol/L TH ¥ | Vi 2K
X0 b Vo BRI L 29 fEEm Wi b2 R LTz,
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CRUNTRODINY) T URBERY T2 4 TITH S 28 1H)

FHE T (Ki, nmol/L)
SREY T2 AT = 7>k A X
Vo 52 AR 0.43+0.06 (5) | 1.33+0.26 (4) | 0.66+0.09 (4)
ViS22 12.3+0.8 (6) 345+54 (4) 40.3£12.0 (4)
Vb S 1 NI (4) ENE] R E i

Mean=+S.E, ( ) NOEFIEIHIEEZRT, NI : REREEEE (100 pmol/L)
TH 50%LL EOMHENGED 51T ICso fEARD HZed o T=728, Ki i3HH
TE o,

ii ) cAMP PEAEICKIT B1ER (in vitro) ¥
MARTHZ AT 8 bRV T LT Ve 5B HeLa fiflZ 38T 3 7 L o v (Inmol/L)
HIIIZ L D cAMP PEAE ZIRFEERIFRNZBEE L, 50%BLERE (ICsofH) 1% 8.0=2.7nmol/L. T
Hotz, 12, FANRTHZ U EMTIL 1 umol/L OIEFEIZHBWTE cAMP FEA ZHEE T, N
VTV Ve BRETER 2~ LT,

120

Mean+=S.E., n=3
100

80
60

401

CAMPEXE (%)

20+
0 I i
0.01 1 100 10,000
kLA T 5 BE (nmol/L)
(B k Vo-ZAEREIR HeLa fllAIZB 1T E/1 Y TL P UIZ& D cAMP E4&E
(x93 ML T 2 U DOEEER]
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@ FIRIER (41X, T 1)
MARTHZ AT, HEET v RS XIZBNWT, HEEFMICIREZ NS, REZEELZKT
SHT, ZOLE, V—TFIRELIZEY BARAKZ VT 7 UANREOEE 2D BHHAKDHE
Mz s w7 ORFIRIER)

i) HEROERGROFRER (X, 7v k) %
MR TH L, FEEA X (0.3-10mg/kg #2 A& 5) KOREEETZ » b (1 LT 10mg/kg #% 1
Beh) 2B\, HERFMICREZEMSE, REBEZKFIE,
A RNZBNWT, 7rE I N EIERAREE) CTIIREOHME & HIZRPF B Y o Lk
B U=, RAART ZAXIEEAERY T Y U AP BICEREE 5 27212, 12,
HOEEPERIRI R IE L B ) | M ANRT Z ATHBERGENICHBKAKZ V7 702 & LR S8
B /K O HEE 2 880 LKRRVER 277 LT,

80 " 1000
800
g% = | H 2600
ol s 40 ¥
B < *x *x " & 400
_| & £
S 20 sk ~
= 200
0 — 0
8 60 sk
i oo | X
4E 6 o nT 40
DNe S o
A Ne
2 4 *k o920 ok
~d F’ $3
EVZ i g- 0 = LIy
0 — @ -20
*HE#E 03 1 3 10 031 3 i 03 1 3 10 031 3
MILINT B A=k FILIRTH Y JO0€2F
(mg/kg) (mg/ke) (mg/ke) (mg/kg)

Mean*S.E., n=6, *P<0.05, **P<0.01 (HRHFHLDLLE)

BIE : ELBUEE AU AEAH . SIBEICH LT Dunnett #5E (D
(REEAXICRITHRE. REEE. RPF LI LBFRRVBEEKI YT IR
239 SR (5% 6 B TOME) )

E o BBRAKRZ VT 7 AW H 2 & RV KOPRIREE, PLTF oKX TR,
HHAKRZ V7 T v A= RYEMIEE X (RSB E —RIZEE) -+ iFiREE
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i) KER O GREOFIRIER (7> k)
MR 2 (1 RO 10mglkg) ZREEZ ~ M2 28 HE 1 B 1 BIMEROBE LR, H

BAKAFRY 72 0-4 BFRR B OGN & RIZZEE OIR T 23 & G- 208 U TR0 b iz,

-O- %R E% — 1mg/kg - 10mg/kg

100 — 2000
8ot TN 3
s 5 1500 }
oo z o Eg1000
40t i
K
20f 4| mw 00
] B sk sk ek sk
O L 1 1 1 1 O 1 1 L 1 L
7 0 7 14 21 28 7 0 7 14 21 28
BH# B

Mean=S.E., n=6, **P<0.01 (FAEHDXEE L DLLE), #P<0.01 (B ELED)
RE : Dunnett3BIZK A EFHEGERRIZ, BYUBRLATEICE SIS oM EZRAW-EREZE

(REES v MIHEMTD MUNTE2 UREZOARERORER VRZEEICHT 5 ER)

i) 7ut I KeDPFHREOFIRIEM (£ X) Y
MARTH 2 (1 RO 3mglkg RA#YE) 7 vt I K (Imgkg O #%45) EOFH LR,
7ut I FEMELG I LT P CIIERG% 6 RFEOREE HHAKZ VT 7 A0 hv
NT 2 OHEIKGE L TEML, REBEFEIIR T L, RPN U LAPEEEIX F AT X
> OPFH TR L 7=,

(BEEEAXICHEITD MLATEE70€S FOGHRABOR/NZ A —2IIxT 51EH)

= =5 T =)

JRESE by s (mLi?/Gh) (E(()Xsf/}lj::g) " Eéﬂnzjifljgiii)/x (fl?ﬂfflﬁ/?h)
0 mg/kg 0 mg/kg 6.4+t2.1 771%+165 -5.58+2.19 0.23%+0.06
0 mg/kg 26.4+3.6 378+35 -5.00+=3.03 2.89+£0.24

1 mg/kg 1 mg/kg 49.5+5.1%* 952+ 24%* 10.24+5.08%* 3.39-0.22
3 mg/kg 64.5+2.5%* 192 7%** 23.731+2.23** 3.71+0.20*

FERIT B BHEOKT TV, BBRESR 5 6 I £ TORBIRDAEREZ TR LT,
Mean*S.E., n=6, *P<0.05, **P<0.01 (7 =tk NEMELH L OHK)
MOE « SLILEZ O 72080 Hr %, Dunnett SUE (Rl

@ HrEEEH (7 v 1)

MUANTZ X, Ty MREBEETVIZEBWT, 377V = VEREFEL O A X I UFEHREMIN

EEBMEOTEZ I EKFIICIEI L7z, 72, BREOARERIZEBWTOKFRIERAZ R L, HiA

o 2 TR = -7

i) BEAZ IUFHRLEFEBELEET L (T ) P
MR 2 DKRFIRVERNZ IS < FUIEE 2 | SRR ARR R IE CHURIEE I 2 R S h
TWa e RA¥ I VERNERERETLEET L2 W THREF Lz, b7 % (1-10mglkg
L) X, e 272 I o gEHEM ToaRRHEEE HEERFNIKTIE, eXZ I
X B MEHBIEDTTHEEZIH L2, Z DK, FAANT X AT REFNICREZ IS S, b
NWXT S D 10mglkg DIR&EIT 7 mE I R (30mg/kg #&A#E) LREREEIML T\,
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Pafiich:: MLINTH Y JO+ =K
(mg/kg)

ERITMHAKT T, HEBRERSIHMERICAR (TAVRTIL-) LeRXFsVvERELE,
Mean+S.E., n=8. *P<0.05. **P<0.01 (HBELDOLEK). #P<0.01 (HEHELDLE)

BE : LT E UiE Dunnett #25E (RI{AD |

70+t s Rt &E (EED .

(EXZ I UFHRNESAETEETIVICE TS MLAT2E870€2 FOBRRREEREICKT 5/ER)

i) 77 =R a R e EEREE T (T h) W
NV ART B DIRFNRIEFNZEES < GURMEVE R % | SRFEPEMTR| R 3E CHURIEIE A 23R8 S
TWbEH T 7 =V FR AR HEEE T V2V TRE L, 17X =0 DR 5ICE 0 #%
AL N L 5 - SRR & & — 7 (2 - 5 R4 £ CRIZEDTER A A b T,
MR T A E 10mglkg ORFEABRETH T X =N LD RBEEOHKRZFEICHEIL, TD
AL 7 vt X K 30mglkg ERFEECTHH- T,

- xtEREE - MLNT R Y
Tmg/kg
80r M RN TERL O RrUNRTEY
3mg/kg 10mg/kg
~ 601
3
==
& P<0.01
Q 40
#
el
=
* 20
0

’EE 1 2 3 4 5
NS BEROEME (h)

- xiEREE

80r 4 ootz p
30mg/kg

(o]
o
T

P<0.01

BREEEOEL (%)
IS
o

N
o
T

0 i 1 1 1 1
#EE 1 2 3 4 5
Hh37 = ERERORER (h)

KRBRITEKT T, HRERS6RM (WS35 RE5HKRE) EFTORRBEOELETRL,
Mean+S.E., n=8, *P<0.05, **P<0.01 ({EBE & DL&)

BE : £k FULNATE VR REBES SRS HE.

Dunnett #%E (@) 70+t 3 FIZZTERE SO,

BEE : MLATE DI Dunnett BE (FAD, 70€3 FidtigE GEAD
(WS FUERAMBREEZEBETIICBITA MLATE2 ETORE FOER)

i) DARBET L (A X)

MR T B o OLMATENIREICH T D1Ef %2 @ELEX— U I LV ER L 2 0DA2TT
NREFANTHES Lz, AT Z 2 (10mglkg #O#E) OKFRIEMOIETIEEN, L
ALY EH Lizaiafr g AL L OERELE) 1S T L, &5 6 Bk O MRE XD

L7,



| VI 3536z B3 2 A |

@REAWIER (Z v 1)
NVRT BT T v MFREZEEKE T VB W T, JBEKOFRIETH 5 IRE L OIER 2 kb 87,
i) AR AKET LV (T ) *
NS T 5 o DIFEEBKOEAKIZT HEREZ, A F L= a YT I ViR AR KE
TNTy NEERLCTRE Lz, MANTZ U oHRBROES (1 K03 mgke) 12XV HE
AT RRER 23580 DL, JEKOIEIETH 2 KE & JEFIX, ARICERE L Cid Lz,

- XtHEE
120r 2000 —o— FLATR 1 me/ke
*% A~ MILINTH L 3mg/ke
100 -+ 70+ = K 30 mg/kg
% 1500
N E I
%‘ 80 B % €
z S
E 60t 5 1000 - "
il ¥
ﬂﬁ' | X
40 o
# 500 F -
20 —a *%
0 L ! 0 1 1
BEA 24 B0 5k 24 B BER 24 BR 15k 24 B0

B + 1ZHERE, n=8
#p<0.05, **p<0.01 (XEEEE & DELER)
BRE - Dunnett RE (Rl : FPAUNTE2 ) RUtREGHE : 7282 F)

(FREZEEKETILSY FMIBHFR LN TE2 701 FORERVREEEIZHT H/EA]

26.9+05 26.8+04 266+04 26.4+0.3 487+23 486+18 482+23 475+14
— ,_T_| , . ) — 0 L L L
g 0.0 r C -—‘
~ A)
A) =~
p N —20F
M _10t # B
) . <
= *% § 40}
S 20t ® **
= = -60|
= i
X 3.0 ** ® ool

*k %k
-4.0 -100
pofiickis 1 3 30 pagiistic 1 3 30
fLINTHZ Y 202 F MILINT B Y 203 F
(mg/kg) (mg/kg)

HRERER RG24 BEZOEERUVGFENELETR L,
Tl + ZHRE, n=8, #p<0.05, **p<0.01 HIEE & DLEE)
RTE : Dunnett IRE (M : PANTE2)RUtBREGER : 282 F)

(FFEZEKETILSY FMZBIFA MLATE2 EDOES RKOBBERUGAKREZEICRT Z/ER
(TBE5RIMLDOZEIL)]
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®KF Y v amfESEEN (7> )

MARTH AL, Ty MEF RY U AMAEET MIBWT, MEF MY 7 ARES EH S, K

N U T A E g LT 2,

IVEF MY U AMGEET LV (7> 1)
K7 b U T AMSEE T VL, Vo BIREENSK Td 5 DDAVP % 7 F iS5 L (1ngh). #
REOHEICL VKA ETAHZ L TER L, hLARTZ i3, DDAVP #5046 4 725 9
H#% £ CIIimsam (0.25, 0.5, 1, 2, 4 X 8mg/kg) (21 H 1[E#A#KS L., LIEIE 8 mg/kg
OEEMHETKEROIHRE Lz, MAT X ORIy K F Lz MY o AR
FEIF R~ I B L. 8 mg/kg & G-RAZIXIEFE £ CTRHIE L7,

150 [
3 kg Kk
E 130} R AFMTR p <0.01
3’?&‘ 120 - —A— XRR
e —O— FILNNTEY
Z 110}
¥
H 100 -
90—ttt

6 1 2 3 4 5 6 7 8 9 10 11 12 13 14
DDAVP LE & D B

FEE + FELERE n=7, *p <0.05, *xp < 0.01 GHBHEHLDOHLE)
BRE : BURLAIEICE DB (S8R RV t B Gl - AlE8E)

UEF FUDLMES Y MIEITFSH MLAT2oOmEF ) o LREICHT 51EA)

©®D > B EITIHIIEH (v 7 AKRT v 1)
MRT Z T, BRMED S B OEYET MIB W CTEREEOBKZME L, BEE~— I —0
LA LT,
D)BEORUCHT HEH (v ARDT v k) %6503
NV T H DD D JICHK T HIEM %2 2R EO S B OBMMET LV THD pey ~ 7 A,
PkdWs2s< 7 2 e 8 PCK 7 v M & HIWTHEf LTz, AT 2 A3RER S (0.01-0.1%)
2L, BEEIERBEAEEL L72EO )ROSR ZH Lz,

ey
o A EHE
-0 xHEE
1200 o punTay B w g
¢ 1000 | # (14 (13)
= (10) | | P<0.01
~ - E 33
& 800 *k
gﬁ 600 - (14) (12) | P<0.01
W 400t A
4 8
200 [ ® © ©
0 1 1 1 1 1 1 ]
4 8 12 16 20 24 28
B

MILINT R 3R RIZ 0 1%DEETHMLUEERS L=,
EEREIL4BEICHET T MR £HWCTIEREMIZHRIL 1=,

Mean=S.E, n=9(IE%2), n=15(xEa, MLATEUE), iIEIRNORIEIXHHKERT,
## : p<0.01(EEEEBEDLE), *: p<0.05, **: p<0.01 HIBEE & DLLE)

BRE : BYRLAEICESCOESHT (M RVt BE I - &iFH)

(DBA/2:FG-pcy Y I RIZHITE FILNTE2 U OBREIZHT 514EH)
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i) BREE~— T HEH (v AKDUT v k) 7%
MR T 5 OB EE~— T —xt T DERZZRED 5 & OEMET LV THD poy ~U A,
Pkd2Vs25h< 7 2 K PCK 7 > a2 HWTHGEI LTz, M7 2 DR S (0.01-0.3%)
12 &Y. DBA/2:FG-pcy ~ 7 ATl H NGAL (neutrophil gelatinase-associated lipocalin)
IR T L, BERGRAR (01%RERE) TEHRTT7T AT I HRit2mE Lz, £z,
DBA/2:FG-pcy ~ 7 A . PCK 7 v b KON Pkd2Ws25h< o A CIIEMMEILBBEOKR T LD B
TEY, MATEZATED S RO KGN > CTEEE~— 7 — O 2 80 L=,

10000

##
8000

—

6000

4000

(ng/mg creatinine)
*
*

2000

0.01 0.03 0.10 0.30 (%)

EAE BB o oo e r (e
Net) (Ne1z) N=14 (N=14) (N=11) (N=12)

RILIRTAH Y

MILINT 2 UIREER S L 14 BEEICERRE1TUVVRS NGAL 28E L 1=,

Mean=S.E., ## : p<0.01(EEHEH L DLLE), **: p<0.01 (HIBE L DHED)

BWE : EEHEAMBHEOLEIT URE GRED, MBEE PULAT2 UEITASREEORER,
Williams #& 7€ (K {8l o

(DBA/2:FG-pcy YD RIZHITD RILINT 2 oD FRS NGAL 1239 5 4EH)

(3) VEFARIAEFMA - HihFra
fERER AN IS ML ST & 15~120mg & HiEIRE D5 L7256 IRPEMEEE 138 5% 0~2 FEfH
TF T B RBEHCHAEINNRD DL, 5% 2~4 B CREEMEE TR KR E 2D 2 ENRBENT-,
PREBIEEE 1, WTFhoHAEICBWTH 5% 8 BRI LI I AME M 27~ L7278, 60~120mg T
I G% 12~24 FFE] T 77 B ARBECH AR E < FURTEHDFRE L7z, £72. 120mg £ TOWT
NORETHEES 24~48 B TIX T T B ARBEL OEIT R BN -T2,

R AFOABEN TV HELOCHEIZILLTO LB TF,
AT A IRIEATE O A
D@, A AT E L LT 15mg % 1 B 1 ERAFKST 5,
- 2SI B B IRIRTRE OB A
Gas ., A AT HE L LT T75mg % 1 B 1EROEET S,
« SIADH (28 1&7 b U ¥ AMEDHA
DEE ., AT PAARTEZ L LT1H 1M 7.5 mg ZRAHKE5T %5, LEIZGET 15 mg IS8 ET
5, Ok, BELWMFET RV U AREIZETSET, 1 H 11 60mg £ CEEMICHETE S,
B, BEORBICIVEEHEET S, REfAEF1H60mg £TLT 5,
© HEROREEZ RO S B DA
N@H ., WE, BAIE PAARTHZ e LT1H60meg % 2[A 5145 mg. ¥ 15 mg) 124910 TR
OB ZGT 5, 1 H60mg OHET1IHEBEM EERS L, AEMERHSLE121X. 1 H 90 mg (F
60 mg, #7530mg). 1 H 120mg (& 90 mg., # 5 30 mg) & 1 HMLL L ORIE % 221 CERERIC
HWEd 5, 2B, RIS U CEEEET 228, IEAEiE1H 120mg $TET 5,
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VII. ZEMEIRRICEY 5HE

1.

I AR E D HER

(M

ARLAEMGIPRE

AR L

(2)

FRPREHER CHERR Sz iR E

O H[EEE
AEFER NI MV NT Z 2 15~120mg A 2 MERFHLRIRE O fe b U 72 RF oo i A i BEHERS o OV YY) )
RENXT A =2 E L FITRd 2,

Mm¥Eh b LN TR RE (ng/mL)

800 A
15mg
30mg
—h— 45mg
—— 60mg
90mg
120mg

618, 30mgEEd & 1245

48
5 &R (h)
BERANICE TS FLAT2 OB ERBONREDEEHE (FHE))

60

ChNTE D BERSROEDEEE/NS A —45]

5 tmax Crax AUC: tiz.z
(h) (ng/mL) (ng-h/mL) (h)
15mg 2.0 (1.0~4.0) 135*+53 645+ 367 3.3+1.2
30mg 2.0 (1.5~6.0) 213+76 1,302£553 3.9+1.7
45mg 2.5 (1.0~3.0) 363318 2,098+1,950 2.910.8
60mg 3.0 (1.5~4.0) 3151105 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) 661+276 5,908 +2,091 9.3£3.2

(Mean=*=S8.D., tmax DAHHYAE (FiPH) . 6 . 30mg HED A 12 f)

13

D AR OEBIN TV AELTHEIZLLTO LB T,
CDARBRITEB T D IRIRITE OB A
DEs ., RACIZ R AATEZ L LT 15mg & 1 B 1 RRO#%E5T 5, ]
- RS ISR T D IRIRETE OB A
DEs ., RAIZ AT E L LT 75mg % 1 H 1 ERO%EET S,
+ SIADH (28 &7 b U ¥ AMIEDHA
GEs ., RAIE MAARTH L LT T75mg % 1 H1ERO®EGT S, HEIGCT, BF Lk
FRU U AREICET S E TEBNICHETE S, 2k, BEOREBICIVHEETEET 25, kEeH
BlXT1H60mg FTLET D,
< EYEREME S RO O B OY%A
H@asE ., AICIZ R AT %L LT 1 H60mg % 2F (3] 45 mg, 477 15mg) (20 TRkA#KE %
BAtEd %, 1 H 60mg OHET 1 HEML EEE L, ARERH 556121, 1 H 90mg (¥ 60 mg, ¥
77 30mg). 1 A 120mg (5 90mg, # 7 30mg) & 1ML EOMMEE 22 CEBEMICHERET S, 2
B, AR CHEHEHEBT 52, keHEF 10 120mg £TET5, )
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« SIADH #BF#FIZ M AT X 2 7.6mg Id 15mg Z ZEfFRFHERE 5 LT2FED M ART H oD
HEPENRE T A —F Z LTI GMEAC L D) 2,

(SIADH &I FJL/AT S > 7.5mg XIF 15mg BEEROKSHOENEE/ NS A —42])

= tmax Cmax AUCt t1/2,z
e (h) (ng/mL) (ng-h/mL) (h)
7.5 mg 2.0 (1.0~4.0) 107 + 49 608 + 332 6.0+-2.5
15 mg 2.0 (1.0~3.0) 157 + 68 944 + 339 59+2.1

CPEMEEARAERZE, tmax OA P RAE (FEPH) . 10 1 (7.5 mg #F) . 8 1 (15 mg #f))

@ HilElfeh (EmEeE & Bk
TREER N B 40 B2 4 A 2 A §E 15mg IEH b A Bk 1% % ML/ % 2 15mg O JT & TZEE
RRZAE OB LR O IR ENRE N T A — X Z LA T IR T, U A A DR 1%1%, A A B §E 15mg
EEMENICRIE TH 72 1,

(15mg £ RIFFFH 1% HEEIIRSEROEYEE/ S A —F]

tmax Cmax AUCt t1/2,z

(h) (ng/mL) (ng-h/mL) (h)
A T HERL 1% 24%1.1 97.6*31.4 574.4+178.2 3.4+0.7
A J7EE 15mg 2.2%0.9 110.0+=29.6 565.11-182.6 3.3£0.8

(Mean=*S.D.. 40 1)
@ H[EEh (FmbE & OD §E)

RIS A 2 16mg  (OD $E X3 @sE) Xid 30mg (OD $& X TEdbE) 4, 7 v A4 —
NI R0 ZENERF AR O G- L 72RO SN RE /ST A —F Z LU FIZR T, Cmax XN AUC: D
MATEEE DL D 90%FHFEX BTV D 0.80~1.25 DFIPHNTH Y .\ \WTHOEEICBWTYH
OD £ & M@sE 1T EMFAmcRSE Th o7, £/2. V427 0D 8 7.5mg 1% [EGEN/ELRL®EA
B RAN O A FRIREE T A BT A 2 (1S HD & UK Z 3 5 2 77 OD §& 15mg & L 72K,
WRHEZRENIFS L HE S, EWFENICRZE A s Y,

(HLXNEXEFHLRH D FEOEEZSROEYEFE/ S A—4]

tmax Cmax AUCt t1/2,z
(h) (ng/mL) (ng-h/mL) (h)
FLAHODGELSmE | g (4 95,0 149 + 73 674 + 361 32+1.0
(k72 L)
FLALHODEELbme | g4 (1 g5.0) 125 + 63 685 + 392 3.3+0.9
kH V)
W 1A DB 15me 2.0 (1.0~4.0) 181+ 71 697 + 440 34+1.0
P LAT ODEE30mE | 4 (1 g g.0) 218 + 56 1,130 + 306 3.240.7*
(k72 L)
Y AAT OD 5 30mg | (1 0~6.0) 198 £ 55 1,110 + 312 33406
k&H V)
B LA 7 BE 30mg 2.0 (1.0~5.0) 203 +73 1,120 + 334 3.2+0.6

(Mean+8.D., tmax DA HAE (M), 39451 (16mg). 4141 (30mg) * : 40 i)



migeh FLINT B VBE (ng/mL)
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300 o EEG 3001 -o- Eilft
—e— ODfg (K7ZEL) —o— ODfE (K7ZL)
—&— OD#g (KkHY)

250 | —&— OD§ (K&HY) 250t

200 2001
150 I 150 +

100 100

50 50

Mg MLINT R VBE (ng/mL)

0 6 & 10 12 17 16
BE5 %R (h) BE5 %M (h)
(BEBRANZEITEHLANEE 15mg XL (BERANIZES T2 LR HEE 30mg X
HLRXHO0DEE 15mg MMt EE#F] HLRXH 0D EE30mg DMt EEHF]
SERE RE AR 2=, 39 {5 SERE RE R 2, 41 {5

@ piERE
© BEEERKANIC B NT H L 30~120mg ZZE[ERF 1 B 1 [8] 7 HRIKER &G LIZKEo b
Z 2 DOIMBEFIREICRIET A SN ho T Y,

HE . AAOAREIN T HIELROHEIZLL TO LB T,
CDARRITE T B IREITE OHE
D@s ., A R ATEZ L LT 1mg & 1 B 1 ERO®HRS5T5,)
- IR AR I 1T B IRTEATRE OB
DEE ., A AT Z L LT 7.5mg % 1 B 1EROKS TS,
+ SIADH (Z81F K7 b U 7 AMJEDHA
GEE ., BRACIE ML AT Z L LT T75mg % 1 A 1 EEOHFEGET S, LEGLT, EELW
MmiEF b U w AREICET D CEEMICHEETE 5, ks, BEOIRREIC LV B TR 525,
HEHEIZ1H 60mg £TET5,)
- Y EREBEZ RO O B OSE
BaEdr, AT MV A" 2L LT 1 H60mg % 2\ (5] 45mg, 45 15mg) 1201 TReA &
H%&BMT 5, 1 H 60mg OHET 1IHEMMU LRSS L, 2EMEND AL, 1 H 90mg (#)
60mg, % 7J57 30mg). 1 H 120mg (i1 90mg, % 7 30mg) & 1 ML DRNEZ 221 TR MR
IR 5, ek, RIS U THEEMET 520, kEHEIE1 H 120mg FTET 5,

DMERIEREIC VT H o 15mg 2 1 H 118 7 ARIKEROKG LIZREO b7 X oo
HWENRE T A —H Z L FIRT Y,
UDEREEEICFILANTA 2 156mg # 7 BREIREREHROENEFRE/NT A —4]

tmax Cuax AUCz24n ti

(h) (ng/mL) (ng-h/mL) (h)
510 H 4.0 (1.8~5.9) 258+95 2,057+795 6.612.1
¥457HH 3.9 (2.0~6.0) 2562102 2,173+1,188 6.8£2.2

(MeaniS.D.\ tmax@%kq]9%1ﬁ (%ﬁ@)\ 10 {&]J)
o JHFMERIEREIC SR TH 2 75mg &2 1 H 1A 7 BRNER DG LD N AT H oD
EWENEE T A —Z Z LU IR T 9,
(FFHEEEEEICAILANTR2 75mg % 7 BREIRERSEOEYHE/NS A —4]

tmax Cmax AUCz24n tie

(h) (ng/mL) (ng-h/mL) (h)
#51HH 4.2(3.8~11.8) 100+54 1,061£=732 9.1+54
&5 7HH 4.0 (1.7~17.9) 112+60 1,370*+1,165 8.5+4.1

(MeaniSD\ tmax@%kqj%'fﬁ (%E)\ 20 'fﬁd)

YL EARENEL RO S R BRE (PME A X B A 121 H 120mg % 2 [A] (90mg. 30mg)
WS C 7 BREIKERO®ERES LD N ART X L OIEWEIEE T A — X LU FIZ5RT P,



| VIL. $&4p@hie i+ 55 H |
MLNTA 21 H120mg % 7 BREIRER S

(BERBEAEESEEOSREEEICH

DEPHENF A —4F]
tmax (h) Cmax (ng/mL) AUC24h (ng-h/mL)
5 7HE | 2.0 (1.0~9.0) 716+ 344 6,570+ 3,230
(Mean=S.D.. tmax P& HHRAE (FEPH) . 12 B1)
(3) HEE
RZMEE R L

(4) BE - ftREOEE
D BFEOEE

faEHERE AL R LN & v 15mg A BRI A # 5. L7z #,

AUC IZZENZEN 13 LI LIETH -T2 Y,

fERERE A LT Z 2 60me™? YT 90mg43) Z BRI O G LT RE,

ZEMEIREFR GAZ AN BRI G T Cinax LY

ZE IR G- T R

HTH Cnax 1TENEN 145 KT 2.0 15, AUCITZNEN L1 LT 10 TH-72 GHEALS

£ DRl .

@ PHREORE GMEANIC X LRl

@J%EEEJ\ BWT,CYP3A4DILEEMEHT 57 b 2) > —/1200mg & FL/37 % 2 30mg

OOF I RVRT B D Crmax LN AUC 1ZZF N FH 3.5 (KN 5.4 {5~ 721,

SEEIRE 5 A — 4 ~ LT 5 2 30mg hVRT B 2 30mg+ 7 k2> —/1200mg
n=17 n=17

Cmax (ng/mL) 174+65 606141

tmax (h) 2 3.00 (1.00_6.00) 3.02 (1.50_6.00)

AUC. (ng-h/mL) 1,460+ 653 7,880+ 3,150

tiez (h) 6.9£3.3 10.5+2.7

Mean+S.D., a: HRAE (e ME_fKAH)

< BEEERCANICEBW T, FEE D CYP3A4L OIREEHZ AT 57 /La2F Y —/L 200mg & kLT

22 30mg OPFHIZ LY | AT 22D Crax KON AUC IEZENZEH 1.8 5K DY 3.0 f51272 >
71—: 45)0

HMERE <5 A — & KV T 5 30mg " RT X 2 30mg+ 7 /L3 ) —/1200mg

n=14 n=14

Cmax (ng/mL) 222+172 400+137

tmax (h) 2 2.00 (1.00_3.00) 3.00 (1.00_4.00)

AUC. (ng-h/mL) 1,580+487 4,670+1,190

tiez (h) 6.912.6 8.5+1.4
Mean+S.D.. a: "fiEl (/I ME_f K AH)

HEHE : CYP3A4 FHEEMZH T 234 & AAl & O ICIZZHEE < Z S0,

S5 35 YN ek S 1A EN

G T-2kE) 0,

ML H 2 60mg & CYP3A4 OIHEEH A AT 57— 70— Vo
WX LR, FAARTH D Cmax OV AUC 1ZZF 4 1.9 5K 1.6 51

Tpot

KV T 5 L 60mg

KV T 5 60mg

e + +

SRR 57 A= % 7 JL—F T —Y Pa—R
n=20 n=20

Cmax (ng/mL) 32076 602+175

tmax (h) @ 3.00 (2.00_4.00) 3.00 (1.00_3.03)

AUC.. (ng-h/mL) 2,540+ 849p 4,402+1,780P

tiez (h) 5.1+1.1b 5.7+2.3b

Mean*+S8.D., a: FRfE (FR/ME_HKKME). b:n=15
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TEE : CYP3A4 HEEM &2 A 2 &dh &L AK L OfFRIIZ ZHEELSZS 0,

fEFERAIZB T, CYP3A4 OFFEEH AR THY 77 B2 600mg & hANT Z
RNVRTF B D Crnax X OVAUC 1 ZENZN 1/6 N 18 1T/~ 72 Y,

240mg OPFHIZ LD |

~V X7 %2 240mg

o e e MV B 240m +

KIIE ST A — ¢ )7 v Y 600me
n=15 n=15

Cmax (ng/mL) 1,000+ 436 168+73.5

tmax (h) @ 2.52 (1.00_12.00) 3.00 (1.50_6.02)

AUC: (ng-h/mL) 11,600+4,060 1,470+ 686

tuzz (h) 7.7+3.9 ND

Mean®+S.D., ND : B CxZenoiz, a: Tl (R/IME_KIE). b:n=12

R - CYP3A4 FHENEM 2 A3 2 34 & AF & OPFMICIT ZERE S ZS 0,

- EERAICBWT, CYP3A4 OEETHH I NRZHZF L 80mg & hANT H 2 90mg DHFH
2k, BRREF 2D Coax KRN AUCIEZNEN 13 EL N 1457217, a XA HF
> 80mg & h AT X2 60mg DPFFIZE D MR T HZ D Cmax & AUC IZWTH S 1.2 %1

o=,
2 /NA K F - 80mg
QNAHF a /N2 & F 2 80mg +
I ENRE T A — 4 RV H 2 90mg
n=15 n=15
Cmax (ng/mL) 15.91£7.35 21.38+13.3

tmax (h) 2

2.00 (0.50_3.00)

2.00 (1.00_4.00)

134.691+64.01b

187.74+70.75¢

tiez (h)

12.19+7.58b

9.75£4.74¢

Mean*+S8.D., a: FRME GR/ME_HFKKME) . b:n=11, ¢c: n=12

rVRT B 60mg
~UNTF %2 ~ VR Z L 60mg +
I ENRE T A — X 1 /NA X F 2 80mg
n=27 n=27

Cmax (ng/mL) 355+98 425+106
tmax (h) 2 2.00 (1.00_8.00) 2.00 (1.00_4.00)
AUC; (ng-h/mL) 3,253+1,117 3,877+1,251
tizz (h) 8.71+4.1b 11.6+11.6

Mean*S8.D., a: R (FR/ME_HKKME) . b:n=25

FERREZIZB T, CYP3A4 DEE THHT I A X 1 200mg & hA/NT H 2 90mg Dff
L 27 IA ¥ e OFEYERROEIL 5% RHETH o727,

7 24X 1E200mg

TIAFEL 7 A4 17 200mg +
IENRE T A — X KV H 2 90mg
n=17 n=17
Cssmax (ug/mL) 1.16+0.76 1.10%+0.60
tmax (h) 2 6.07 (2.00_12.50) 6.00 (0.00_11.93)
AUC: (ug-h/mL) 21.0+14.3 20.2+13.1

Mean+8.D., a: HRE (Fe/ME_fKMH)
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HE  AFOERIN TV DHHREIZET [ —TFIRES DM OFJRIECTHREAR+ 570 DR 4
ZB T DA . Ty — TRIRIEFE O ORI REE TR RA A3 IR A B 1T D IR ET
B, THRIRAE AR E S WHEGERE (STADH) I8 267 U v AMAEDOSE] K
[ e o R 22 36 1 0D 5 RS OETTHNE]) T,

fEEERR AIZH VT, CYP2CO DREETHH UL T 7 U2 25mg & bANNT H 2 60mg DHFH

XV, RUALTZ7 U ESULT Y U OIEYEIEIIRELS T otz

U7 7 U 25mg

Rz U7 7 ) 25mg +
FEMENRE N T A —H ML T K L 60mg
n=21 n=21
Cmax (ug/mL) 1.21+0.20 1.18%+0.20
tmax (h) 2 4.00 (4.00_23.83) 4.00 (4.00_24.83)
AUC.. (ug-h/mL) 73.7+15.9 77.71+15.9
tizz (h) 53.0+12.5 49.7+17.5

Mean+8.D., a: HRE (Fe/ME_fKME)

)7 7 U 256mg

S-UNLTF Y N7 7 Y 25mg +
I ENRE T A — X ML RT K 60mg
n=21 n=21
Cmax (ug/mL) 1.07+0.21 1.15+0.18
tmax (h) @ 4.00 (4.00_23.83) 4.00 (4.00_24.83)
AUC. (ug-h/mL) 51.9+16.8 56.61+19.8
tizz (h) 50.2+14.1 46.2+17.9

Mean+8.D., a: FRAE (R ME_fKAH)

EFERANCBWT, PHEAHOEE THH Y IAF T 0.26mg & ML NT X 2 60mg OHFFIC
X0, VX% LD Cuax LN AUC IETZNFHN 1.3 5L 1.2 (512782272,

Cmax & AUC 1TV 1.1 21272 o 72 (SfEitl) oY,

U A% 0.25mg

NN P a% 1 0.25mg +
ey T BB 11 HA) R ST X L 60mg
ROBIE 7 A =7 (385 16 1 A)

n=14 n=14
Cssmax (ng/mL) 1.80+0.35 2.34+0.68
tmax (h) a 1.00 (0.50_3.00) 1.25 (1.00_3.00)
AUC: (ng-h/mL) 19.9+2.87 23.4+3.21

Mean+S.D., a: "fE

(Be/IMiE_te K AE)

rV T B 60mg

NV ]\/iﬂf& ~60me RSN t
HREIEE <5 A — 4 (B 1ER) y:ezéeyyo.25mg
FHB12 HH)
n=14 n=14
Cmax (ng/mL) 401£155 441+163
tmax (h) @ 2.00 (1.00_4.00) 2.00 (1.00_4.00)
AUCza (ng-h/mL) 3.71+1.93 3.80+1.21
tizz (h) 7.9+2.00 6.7+1.4¢

Mean=*S.D., a: F9ff (p/IME_feKfE), b:n=12, c:

n=§8

THELIEEN,

TAXT LR LD LY IR OIERAPEREN D BENRH Y £FT DT,

MR T H D
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fEFERAICBNT, AT Z 2 30mg &7t K 80mg EOUFHICED, hARTEZLD
Conax XN AUC 1TV 1.2 512 o7z, E RkrZaaeF 7Y R 100mg & OFFHIZL Y,
NRTZ 2D Conax KN AUC IZZAL L 22572, MANRT 237 re I REOE FrZ R

7T 7Y ROEYBRICE L 5 2 leho T2,
~L ST 5 2 30mg
N2 VA VS ~L T 5 2 30mg +

W EhRE T A — & 7 rt 3 KF80mg

n==o6 n==o6
Cmax (ng/mL) 277+22 327+ 82
tmax (h) @ 2 (1.5_3) 2 (1_4)
AUC.. (ug-h/mL) 1.69+0.35 2.08+0.39
tizz (h) 5.7£t3.0 6.1+3.1

Mean+8.D., a: HRE (Fe/ME_fKME)

7 vt I F80mg

7ukI R 7 vt F80mg +
I ENRE T A — X KL/ H L 30mg
n==o n==o
Cmax (ug/mL) 2.90+1.00 2.61+1.31
tmax (h) 2 1.5 (0.5_3) 1.5 (1_4)
AUC. (ug-h/mL) 7.18+1.64 6.55+1.55
tizz (h) 2.6+1.3 39+25

Mean+8.D., a: FRAE (R ME_fKAH)

~L T 5 30mg

NV TF 2 ~ R T 5 30mg +
FEMENRE N T A —H t keZeas7 Y F100mg
n=~6 n=~6
Cmax (ng/mL) 332150 302160
tmax (h) @ 2 (1_.3) 2.25 (1_6)
AUC. (ug-h/mL) 2.00+1.44 2.26+1.82
tiez (h) 4.8+25 5.7t1.8

Mean+8.D., a: HRE (Fe/ME_fKME)

. e t FrZ7rrd7 Y F100mg
T t RerzaaF7 YR i

SEHEE ST A — 100mg kLS 4 2 30mg
n==o n==o

Cmax (ng/mL) 532+135 5751106

tmax (h) 2 2 (1.5_3) 2.5 (1.5_6)

AUC.. (ug-h/mL) 4.37+0.58 4.82+0.68

tizz (h) 15.6+4.1 14.9+3.4

Mean+8.D., a: HRE (Fe/ME_fKME)

HE  AROEREIN TS AELOCHEIUTO LY T,
 DAREIZEB A IRIEITE 0% A
D@, A AT E L LT 15mg % 1 B 1 ERA#FKST 5, ]
I B D IRIRITE %4
D@, A AT HE L LT T75mg % 1 B 1EROEET S,
« SIADH (2B 5{&7 b U v AMIEDEE
D@, RAIEMAARATZ e LT T75mg 4w 1 H1ERAKRET S, VESLT, EF L0
MEST RV o AREEICET S F CEMEMICIHETE 5, B, BEOIREIZ XL Y @EEHEET 50,
EEMEIZ1IH60mg £TET 5,
 HYLBREE SR O S RBOLE
i, AT R AT X L LTC1H60mg % 2[A (5] 45mg, 4 15mg) (I TRRO#
5% P49 25,1 B 60mg OFHET 1AM LRSS L AEERSH 255612131 B 90mg (7] 60mg.
477 30mg). 1 H 120mg (3] 90mg, ¥ 30mg) & 1 @MHELL LD Z 221 TR ET 5,
B, AFMOE U THEEHEET 22, kEHEIT1H 120mg FTET 5,
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EMEERI/NT A —4

(1) FR A&
VIL. 3. (1) BT ik DHEM,

(2) RUVEEFEE
ODMEERRE RS FFUER IS R OV Y B R BE M R 0 9 JaB BE 2 xt5 & L7z PPK fi#hr L v ko
7RI (ka) 1%, FHFH 1.80hr!, 1.65hr! BT 1.4hr! Th - 7= B

(3) HEEETEH
MAEER e L

4 D)7 RA
ODMERRERERE . FFUER RS R OV Y B R R 9 JaB BE 2 x5 & Uiz PPK fi#ir L v ko
-RO07 V752 (CLWUF) 1%, #hF1 8.34L/hr, 9.27L/hr KX 16.4L/hr Th - 7= 5%

(5) HHEHE
DRI RS . PRI R OV e NS R0 5 BB E 2kt & LTz PPK f#fr L v Rk
7= RNT OS5 AR (VAF) 1, 21 80.4L, 104L ()X 163L T 7= ¥~

(6) ZMith
MAER e L

BEH (REaL—Yay) @&

(1) FR A&
OPEFRIE A | AP VEVE IR B OV Qe R ME L FEME D 5 AR BB 2 x5 & L7eRBR o AR
— 2V, ENENT T HALFE 1T RRIL T 23—k A MET VA AW TREEHIZEYE)RE
(PPK) fi#dr & i L 7=,

(2) IRSA—ARLEHER

O TR RS O REE R SR Eh e MR T
EN CTOPERIE B 26t G Ehn v 4 3Bk GURE S 33, 45, 46, 47) @ 211 i, 1256 ;i
D RVATH i ERERE T — 2 % D CREE SR EREARAT & FEhE L 7=,
®BA27 U7 7% (CLIF) 2k U TIRE, Fln (65 kbl b)) MR, IFHEREIR T, BHRBIK T,
CYP3A4 FHEM O . NYHA DHEEESEIZ DWW T, F- AT oM ER (VAUF) 12k LT
&, OER, PER. MIET LT I AEOIRT . NYHA DHERES IS O W THEDOFEIZ SV T
AToTc, ZOFRER, MAANTH O CLF IXKED 0.486 LA, BT OnMmEE (VI/F)
IAEIIFIFHAIT D 2 E M HEE SN, TOMOERIZOWTIIAEREEBIIRD SR -T2
(LEHRE, AEAREE1%) 9,

QT IEEFE O RHE R SR EhREfgiT
E N TR RS 2 I FE i S n -l GRRES 35) @ 74 il 300 /D M T 2 o mifE
HR BT — & & O CRE RS Bh e fgAT 2 FE0E L 7=,
#az V772 (CLF) 2k L TRE, F#r (65 Ll E), 5, Child-Pugh 533220 C
FRPTOSER (VAF) (3 L TRE, Fils, M, M7 L7 I AEDIR TITOWTRE
DHEIZ SN TRFEZITo 72, ZORE,. "7 %0 CLF 134 E TS % 3% (Child-Pugh
SYEE A UL B) (CHRT, HEERFREESRE (Child-Pugh 4538 C) T 0.745 FI2IE T4 5 2 & 034
SNz, ZOMOERIZ SN\ CIETA R AR EEITRD b o 7o (BERE, ARk 1%) 5,

O Yo AR ETEZ A D 5 Ju B O RHE 3R EhREMEAT
[E A C R Y B R PE L 3 ME D 5 T B B 2 kF G2 S S 7= B PR IEBRERIER 6 3R GRBRE 5 20,
36, 41, 42, 43, 44) | BREORL WL AT 2HBRE 235 L L BRIEIRER GRBRE S
23) | EERMEEREGL-IEERRER 2 BB GRBRE S 51, 62) KROEIHERILFEFER GUBRE
B 69) NoELNTET—X R\, BREERBRN O, 154 413231 KA > bOT U AT —H
Z AV, Mo FRERD 51X 978 # 3434 ARA > b D A= RTF —H Z -,
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Bz V77 (CLF) | T ontmsfE (VAF) | KOWRIGHEES (ka) (2xh L TRE,
R, MER, BMI, R OYERR (AA/FEAA) I2oWTEEBDFEDOHRFZIT->7-, CL/FIZxt LT
1Z eGFRckpEpr. CYP3A4 PHEIKOHEH. KT CYP3A4 FHEKOFEHICHOWT b MET 21T o7,
ZORER, b7 & CLF X BMI O, eGFR OIX T, KU CYP3A4 BAEEOJFHIZ X
WK T 22 EnHEE SN, CL/F 235 BMI O 223, B4 M FHMHO-53%
( BM =54.7kg/m? ) ~ +63% ( BMI=15.4kg/m2?) @ #i [ T &» - 7= ., eGFRckprer M
72.2mL/min/1.73m2 7% 9.79mL/min/1.73m2 (Z{X F L 7= & @ CL/F 1% 32%{X F L. CYP3A4 [
FIROPFAFED CL/F X 2T%K F L7z, F72, ka lZBMICHART, &ETH0%REL 252 N
HE SN, TOMOERIZOWTIIRE 2EEBIIRO SN o 729

ML ST 2 ORI LSS T O RN BYEIZ R RT 2 15mg 285 LTZRFED tmax D
RAEIX 2.0 FETH -2 Y,

fERER A (PMEN) &350 bR T Z 2 30mg B 0% G- L 72 BF DM NA FT XA T8V T 413 56%
Thot W,

FEWAEALT NEEIR TH -T2 (T b) 7,

FE  AROEARSISN TV HAELCHBIRILUTOLBY T,
DAREICBT D ERIEITE 0% A
D@, A AT E L LT 15mg %2 1 B 1 ERA#FKST 5,
- JFEZEIC BT D IREITE 0% A
D@, A AT HE L LT T75mg % 1 B 1EROEET S,
+ SIADH (281 2187 bV v AMIEDSE S
DEHE, RACIE ML ATZ o LTCT5mg % 1 A 1ERA®ZRET S, LEICSUT, BELW0
MmiFEF NV U AREICET S E CEEMICHEETE S, kB, BEOREIZE D BEEHERT 525,
HEHEIZ1H60mg £TET 5,
YRR D S B O%A
NEH, RACIE ML AT 2L LT 1 H60mg % 28] (8] 45mg, 47 156mg) 12501 TR D4
H%B%T 5,1 B 60mg OHET 1HEBMU RS L AFEEDSS 554512131 B 90mg (5 60mg.
A7 30mg). 1 H 120mg (5] 90mg. 4 5 30mg) & 1 #FELL LD % 281 TR RET 5,
B, AEMIS U CTHEMBT 228, kEHEIZ1 H 120mg $TE1 5,

(1) & —REEPTER
1T v ME 1C- bAAT S % 30melkg O B R T HUIRIRE N8 L7oRh R R, NI R OYE
B~ O MSTREDBATILMOMANT < TIES | 55 1 WRC L I EE LT X5 H3R1% 0.05 L
FThot ™,

1 % — R B2 B P @il 14

IR D I hL T X % 1,000mglkg O ETHEARE 9 H~11 BICR DG L-FR, IiE5R
HR ORI D Cmax (ZENENREMDICEIT DD 23%., 16% TH -7,

TR T~ M 14C- F AW RT X v % 30mglkg O R THERR 085 U2/ R, BT S TorRK
THREMW O MG HE LY HIRVME (0.8 f5LLTF) 2R L, MA@ ENGR S b ™,
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(4)

(5)

(6)

e
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(2)

(3)

(4)
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I~ DT
AT v M2 140 ML NT ¥ % 30meglkg o T CHITHE 1 #E 5 LIRS, SLIFHAoR AR 3
AR £ 0 B (L5~15.85) 2R L. BV RLIMBTHARD bt ™,

BR~DBITIE
PER T » BT MC- AT K % 30mglkg DR THIERE O E U7ofER, IR I i re i
B HIIRINo T,

ZTOMDBB~DFEITHE

HEREZ ~ R 1UC- M NT X % 30mglkg O & CHaE FHRLAIRE O 85 U7z fE R, MRk PN R RE i
FEIIFR G 1~4 WEfitE Clem & 72 0 | B 574 168 W[ F TIZKE S DR & U seITE R L, I
g, H. /DG BB, KBLOBEAMET LD bEWEREREZ R L, M7 Y FTIEINn6O
FEFR N2 TR, ~—F—, B TR, Ok, Wi B, meafshs, BN, BRI Y o/ Einsim
EHED bEWVIREZ R LR,

mMPEAKEE
bt MR ARSI, 98.0%LL ETh o7 (in vitro. BRI AiE) ),

RBHERL B UM SR RR
FICHECTRF EN D, B MTBIT D MAARTH o OHEERFIRE 2 R4,
0 HO
Cld} Ketone C'm
\ reductase N DM-4119
o=é—©—wco—© —— o¢ NHCO —— DM-4110
HsC HaC CYP3A4 HaC HaC CYP3A4 DM-4111
MOP-21826 MLINT A
l CYP3A4 l CYP3A4
0 HO

NH NH
o=c@mco@ o=c@r~moo@

HsC HaC HsC HaC
DM-4105 DM-4104

N\

O HO

ClWCOOH C'O\/\\/‘\ COOH
NH NH
0=C@—NHCOQ o=cQNHco@

HsC HsC HsC HsC
DM-4103 DM-4107

REICEAET IR (CYPE) ONFE. 55X
MANRT R T, B MNEIZu Yy —AF h 7 u—A P450 O FEDH L, =& LT CYP3A4 12 &
DREtEn D (in vitro),

DEEBYROBERRUEOHE
LR L

REMOFHEDEERNEMEL., FELE
FERFY TH D DM-4103 KT DM-4107 IZt F ANV F Ly Vo BRI L TIE & A
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RS 2o T2, DM-4110, DM-4111, DM-4119, MOP-21826 (3t kXY 7 L 2o VoS KRS %t
U CERME 2 U728, PLEETEMIZ VTG R AT AT R TR - 72 Y RIS R AT
X 60mg % ZefErF R O % 5 L 7K DM-4110, DM-4111, DM-4119 ® AUCt 1x. ThFh
685ng-h/mL, 1,446ng-h/mL, 219ng-h/mL & FL 3775 D AUCt (2,321ng-h/mL) (ZEb~T/h
&<, MOP-21826 I oW TITMEFICH E D BN, ZRHDZ b, AEDOIFMHEITH
THRBYOFE T NI NWEEZLND,

7. it
P, e O« B R QYR
fERERC LT, MC- F L RT H L 60mg & ZE G ICHEIRE O G L7z, R R ORPICENENER S L2
HTRED 58.7% K TN 40.2% A3 Pkt Stz RELERDOFE P R OVRHP OEIGRIL, T2 580 18.7%
KR 1% A ThoTo, #FEHORFEBEEDK 65% 138 5% 72 FEFLIANIZ PR S 4, R O RFE MR
DFY 80% 115 514 36 FERH LA HEME S 7z 2

8. FTURR—EZ—IZET BB
MULARTH T P FEAOEETHD L EBIC, P WEA~OMEERAE2ETS Y, hAARTH
DM-4103 )2, (X DM-4107 IZ FD h T v AR—Z —~DIENEHEZHF TS (in vitro) %,

NS R e _ IC50 f (umol/L)
NIZAVA 2 DM-4103 DM-4107

PHEEH 15.9 >200 >200
BCRP 8.32 102 >200
OATP1B1 6.15 0.255 8.37
OATP1B3 4.14 2.90 10.3
OCT1 0.837 4.37 35.1
OCT2 27.2 29.8 >200
0AT1 >30 13.0 92.8
OAT3 5.47 0.425 0.475
MATE1 7.97 179 >200
MATE2-K >10 >200 121
BSEP 31.6 4.15 119

BCRP : breast cancer resistance protein

OATP : organic anion transporting polypeptide
OCT : organic cation transporter

OAT : organic anion transporter

MATE : multidrug and toxin extrusion

BSEP : bile salt export pump

9. BMFIZLDBRER
MUAT Z o3, B MIEE N L OREEERE (298%) ™ 72, MKENTIL M AT X v DREIC
FEDTIE RN EBZ b,

10. HEDERZEITHEE
O BREE GMEANC X D)
BHERE DR D B 72 D4R (Cer < 30mL/min, Cer = 30~60mL/min % O" Cer > 60mL/min) 2
FL AT 2 60mg & G- L2 D AUC 13, £ €4 7,360 ng-h/mL, 6,980ng - h/mL }% U* 3,890ng -
h/mL ThH -7, F7o, MIEPEHR R, ThEh 1.2%, 0.6% LT 1.0% Th o7z, Mgl
BERL Sy S8 4 A CRLH U 7= M bl Al 2 o AUC 1, Cer < 30mL/min, Cer = 30~60mL/min
% Cer > 60mL/min TZ 24 71.8ng-h/mL, 36.4ng-h/mL &} 37.5ng-h/mL T - 7= ¥,
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C ABIOER SN T D AELCHBIIUTFO LB T,

DAREICBT D ERIRITE O%A

D@, A AT E L LT 15mg %2 1 B 1 ERA#ZKST 5,

- JFEE IS BT DRI O5E

Gas ., A AT HE L LT T75mg % 1 B 1EROEET S,

+ SIADH (251 {87 bV v AMUEDSE S

DEH, RACIE AT Z L LTCT5mg % 1 A 1ERAOZRET S, LEICSUT, L0
MmiFEF Y o AREICET S E CEEMICHEETE S, kB, BEOREIZX D EEHERT 225,
HEHEIZ1H60mg £ETET 5,

- YRR D S BB O%A

NEH, RACIE ML AT 2L LT 1 H60mg % 28 (8] 45mg, 47 156mg) 12431 TR D4
H%BGT 5,1 B 60mg OHET 1HEBU RS L AFENS 554512131 B 90mg (5 60mg.
A7 30mg). 1 H 120mg (5] 90mg. 4 5 30mg) & 1 #HELL LD % 281 TEMEMIZI|RET 5,
B, AEMIS U THEMBT 228, REHEIZ1 H 120mg $TE 15,

Pﬁi
3

@ JFpEE
FFMERIE B2 h AT X v 15mg A5 L= AUC 1, o5 RS 2 83 (Child-Pugh 4% A
X% B) T 1,618ng-h/mL, FEEATFEEHE (Child-Pugh 2% C) T 2,172ng-h/mL Th 7=,

FE  AROEARSN TS HAELCHBRILUTOLBY T,
DAREICBT D ERIRITE O%A
D@, A AT E L LT 15mg %2 1 B 1 ERA#ZKST 5,
- JFEEIC BT DRI 05 A
Gas ., A AT HE L LT T75mg % 1 B 1EROEET S,
- SIADH (281 {87 bV v AIEDSE S
DEH, RACIE AT Z L LCT5mg % 1 A 1ERA®ZRET S, LEICSUT, L0
MmiEF Y U AREICET D E CEEMICHEETE S, kB, BEOREIZE D BEHERT 255,
HEHEIZ1H60mg £TET 5,
- YRR D S BB O%A
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819 AKIOTHIZ LY | HERITHEREENH LDLNDLZ ENRHDHDT, BHHIZHT- > TITEBEIT Y%
BWERIZOWCTHHAT 5 & & I IERDB A LN GAITITEOIR R EZIT 5 L O BET
52k, [1.6, 11.1.5, 15.1.1 &/]

8.20 £ 5-BAAARTIC B/KIER 23 FE O H T2 GA X, MAKIERDHET 282103 H 5O T, ERSUGE L
ThoEEERIET S Z &,

821 H T MU U AMIENRH LD T ENDH 5D T, HEBKZOHEEHEEIC W TIE, KEEIC M
EF RN D AREZHEL, ZOBLAFEGF IR E A 1EIEHET 52 &, [1.5,11.1.3
Z ]

8.22 B HBAMAHNICIGE T U v AREAZJE L, KT b U ¥ AMAENED b2 SGA T, A%l
U T ARED ERIZE Y | RSBEMEMBIEGER A KT Z0NH 2O T, KT U 7 AMSED R
WERAONCTHEL BT MFET MY ¥ AREZME L EEICARKIER S OmEG 2 il Lz BT,
BN &R SN AICRY 5 ARSI H 2 L, [11.1.4 ]

823 AHNDOFHIZ LV BIgICBITARIEZ VT 7 v AN T 5720 M REEN ERT5Z 08385
DT, AFEGFIXm P IREBEICERT S Z &,

8.24 Joth, EERHER., OFWVERHLDLNAIZENHLDOT, HEICEETLIZ L, £, BETIEE.
H B B O B SR A 1 O B OBMEICIEF S RWE YD EET DL 2 &,

8.25 AZIOFHIZ L VFENERSH LoD ZENHLDT, THICHREEZIT) Z ENEFE L,

(fi)

817 AANC L DWASLEF Y U AMIEE L Z 222D, AFNOBHIZH 7= > Tk, WY 72K ia
MLEEELRVETOT, LTFORICERL T ZEN,

c AFNORMMC O 2 &5 ORICIE, AMREREBZE CTKOMMHBAHDICTERWEENEL D Z L2VE

EINET, TOLIRIGEITIE, AFOBESKRELZEL TIZEW,

- B ERFCIERIC, RENSRMICEN LEZGAE, KN OEEDRRORNANH H7-0FE LT
TEEW,

cAEOHEZHET 25EIC, HEOERZRIL, AFOIRPB HLBENLH Y £, FHIOE%E
OIERICHEE T 25 L THKICERE LTI EE N,

8.18 TEMPO 7l 72 & NZ & DIE KRR CHEL L 7=, ERREMMEIFEE O > 7 L& 2 b5 R
B 2R UTIER OFS5&EIT, Wb 120mg/H THh-o722 &, AARANBEEICBWTIIAES
SOMRBKRGFEOREFMAPEDO ENTNAZ ENDS, FELE L, SRR, BT
BEFEEZ T U0 LT EIEA DRI HHERE L T E &V,

8.19 ARANCZ & 2 IFHERErEE 2 Rl R L BRI 2T 272012, KAOEGICH T > TUTEEIT Y%
BERIZOWTHaEAT 5 & & BT ERBA LN AITTESCHCREEZZ TS L HHEE L T
<TEEW,

8.20 ARAFNOFIRIEMIC L 0 PAIER A HEES L2 BZ0nH 0 F79°, AFIOBLERTZ ARG H i
DG EIERPLE L T OHREEZBMG L T EEW,

8.21 HEMHEHICIX, AFIOMEDBIES A BENRH Y, ZORE, mFT NI UAMERS LD Z
ERBVET, BT MU AMETEBELEBREZICELZ2ZL 0V ETOT, IO S HIZHA
T 57O, BEORFGEICIE ST M v AREZHEL TS Z3N, EFRREZBE2 5MEST M) ¥
LBED LR Y, RENALNEEAICE, AR ZBETFIEL T E SN,

822 1K) b U v AMSE D BE AR OF G- 2 BRth LA, AICImE T MU v ARBENRER L, 20

FES, RAER 22 RR A OHE T 2B EMEBEIE R 2 kTR & 0 3, RFOBAGHTIC
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WEIMiEF MU T AREZRE L, 9K MY U AMGEOJRK OFFE &K ORI EZ i L TS0,
1B EMEMBEEGERED Y 2 7 Z BT 5700 ARFIOE G- O S EE IH W L, ##E) &l Sz
ARG LTS EE0,

8.23 AKIDOFEIZ L VBT HIRIEL VT T ANHED L, P RN ERT28F008H 0 77,
FEORIEIX QOL #F LK T2 BZNAH Y £T 0T, AARGANIZRBEZREL, &5
W S RO EFICTHER LT E 0,

8.24 KA HAZ X0 | Jepp, BRRHEK, OFWERKBT L2 ER3HV ETOT, @HHICEELTLES
W, Fo, mAMEES. BEIVEOERRE DGR A1 O B OBIEORRIC, FiZ i TB8Z2hnH Y
FTOT, FEIFRVWEIIITEZELTLEEN,

8.25 TEMPO g ClIfkNFEICEIE ST 2 A EFHZORIFENAFFETH N EWVWIFERTH Y CRHAIEE
0.7% (7/1961 ) . 77 ARt 0.4% (2/483 #i)) . AFIFEIZ I 1T R BIRFHN IR 5% 2~3 FE T LT,
AR OG- a1 OGS HR I, IRICET 2REOEALEENE T,

- BEDERZHIHBEICEHIT HER

(1) &8HE - BEEZEOHLEE

9.1 BHHE - BERFOHDLEE

(BhEEFE)

LN EELRHIREAEINNEERENDHDEE
BIRFIRD B b b, AR MR M &> . MR Z ok L, AR ZERRE L2 FHHRT 5
BENWRH D, [7.5. 7.6, 7.7, 11.1.2 ZM]

9.128Hh YUY LMENDESE
AR OKFRIERIC LV @AY U AMIENHEET 2 BENNH D, [8.1 B

(fi0)

9.1.1 EELHEAER, MIEKREBEEZAT 5HE T, AARFRICHE - 202 0GR TR ORI X
D MiEEMEE 72 L, MREREZFZRTLI2B8ZAHY 7, /-, &S Ik, NBRE R
2 DHEID 72  MEDOFIFRIZEE 5 BLATER S MARERIEICE L BENNH D 7,

91.2 AU U AMIEDBE TIE, AFOKFRIMEMIZE D fEERMFEED B LZBRICiX, migh Y v
LDEBENFEICERS L, &2V AMENSESTAIRBZEANH Y £1,

(DFRERUVFEEICE T 5FKEE. SIADH IZH T 518 F ) o LdfE)

91.3MEF b1 D LRE 125 mEg/L RiEDEE
24 BEILINIZ 12 mEq/L #8225 EARHONT-HAICIE, #5201+ 5 2 &, A miE
FU D ARED ERICEY | RBEHBBPEGER A2 KT BT AH D, [1.1, 1.2, 1.3, 7.5, 7.6,
8.14, 11.1.4 &ff]

(fi73)

K7 b U o AMAEDBF TIE, B2 MEYF Y ¥ AREO BRI X 0 IREEERSE G2 BB 5

BEhRHY £4, HEOHORKRMEST Y v LARED EREZESTD, AR FCERGEZBRIB L,

MyEF RV T AREZRET S L EHIC, REXOBKIERSEZEHEBRERBIEL TIEIN,

(2) BHEEETESE
9.2 BHHEIEEERE
(DARERUVFEZEICH (T 5EKETE., SIADHIZEITHEF ~ U D LAIMYE)

L2 EELBREEOHLESE
FIPRICHE S B E ORI & 0 BRENFIZE LT 2B dH 5, [11.1.1 B2HR]

HEREEEOH 5 BEH TIE, FURITHE D Bt & O IC L0 BHEN T IZE T 28ZhndH 0 £
R
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(BLEBAREEZHMED S RE)
922 BELBHEEIEE (eGFR 15 mL/min/1. 13m k%) O HdHEE
BH LWz &, KRIOBRPHIFETERY, [2.7 2]
923 EEDEHEEREE (VLT7F=2V TSR0 n/minKim) OHDEE
WET 52 &, ARFOMABEPRENENT S, [16.6.1 B3]
924 BEHEEMNMETLTLSES
FIRIZEE D B RO L0 BERENSEICE/LT 2B8E 0855, [11.1.1 2]

(fiL)

922 VL. 2. EZRARELZDER] OHBH,

9237 L7 F =7 V77 A 30mL/min Ajil§i OHERE N2 I5\ T, AH 0 i H iR R B 2 HEhn L 7=
EWVIHIT=ENRHFELNTNDLZ D, HEOEKEREDD 5 BF TIIAFZWEL TIEIN,
728, eGFR16mL/min/1.73m2 KJifi DIEH ITEERITHE Y T 572D, Y ARG LN T EE

Uy,
9.2.4 HEEREEED H LA TIE, FIRISH O B it BOBAIC L EHEENSEITEL T 2B8Th ) d
D \ij—(}
(3) FrikrefzEaE
93 FFHREIEE A

(DFERUHERIZE T HAKETE. SIADH [ZH 1T HEF b o L)
9.3 1 ENE KGN R EE T A MERE D BE

TG LW Z &, RBEBRMEEORDIZEY &T M) U LAMIE, BKkOBETNARD D, [2.56 2]
932 FEREZRE T 2N ZDREDH S EE

Ek LV L725E . B KRR K E e kT B2 d 5,

(fiL)

9.3.1 VI 2. EZRARELEZDER] OHBH,

9.32 FFMERIEZBIA S L IXZOED S 2 BEITB WL, AAIEG5%OBEOREOZIIZLY
B L~V O T, FFEBENERT28ENRH 0 T3, B LA BNME T LzsHA, m@dli
KOGHARIC K Z R T BENRHH DT, HEICEG LTI EIN,

(BRBAREESEEOSEE)

933181 . EAIMHHERETZOHHERE (ERXRAEBUESEUDSKBEICSHI SIHDSIE
<) RFZEDBREEOHLHEE
TH LN &, ITEELHEESELIBEARH 5, [2.8 2]

(fiFt)
I 2. ERRBETDER| OHSM,

(4) 45ERREHY SF

94 £hEREE BT 5HE
MRS 2 ATREME D & D MR, WEUIRMHT 21T KO8T 52 L, [9.5 ]
(fi0)
Tad [(5) 1R OHESM,
(5) 1%
9.5 1FF

PRI TSR L TO D ATREMED & 2 ZMEICIIHR G- L2 &, BER (U %) TRAEEELED
W& - RSB A S Tn g Y, El, BER (XY J v bY) TR DWVITIRIEBAT
PGS TS, (2.3, 9.4 2]

(fif#n)
IR (IR 6 H~18 H O 7% 1,000mg/kg/ H) TN CNMEERIE., IRMBHE, 02, &k,
VUL DBAEETE) RO « BB RN HE SN TCWET, T, BIWER (IHE 9 H~11 HO 7 ¥,
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HFE 18 HD T v ) THHAWIIBIEBITHRRESIN TWETO T, FE TFEL WA o H
DIFNICITEE LN TL &0,

F70. HETDAREM O H DI AT, AFIRA IR LW X 5, EEIREHTE AT S L 9 IcHRE
LTLEEN,

(6) RELiw
9.6 ZFL4%
160 LOF IR ORARBOAIEMEL B E L KALOMBUI P IE 2 RETT 5 2 &, B3R (5
v b)) CTHIHA~OBITRHE SN TS Y,
(fiEt)
ARANTIZ AL T O LMERE TR DEHRBRITDH  £H A,
BER (7> 8 THAWHTIZ MAART Z oRBATT 2 2 ERHEINTWET,
Sht% 14 HOZ » NI HUC- AT 2 (30mglkg) & HLERR OG- L7z & & O AU BRI EEIE,
e 5-4% 8 T Cmax 33.249 ug eq/mL 2R Lk U7z, FLiHH O B RE B Rk H iR E O 1.5~15.8 £%
ThHY ., BmOIIBATENBO O E Lz,

(1) MNRZE

9.7 /NRZE
ANV Bt G b U T BRI T i L TR,
(fin)

AANIEH AR, BAER, LR, SIRXINRZXE & LRI/ L T EEADT, /M
R D22 ML L TV ER A,

(8) ElhE

9.8 EhE

(FhREHE)

9.8.1 A AFNRN S Do HE, Rl e mFEERD . MikEEEZ kL, mieERELZFERT D
BENWRH D, [7.5. 7.6, 7.7, 11.1.2 ZM]

982 DIREEABIE L RN SEEICEGETH I L, RICAEFMSEMETLTRY . £72. BKIE
REEZ LTV E SN TWS,

(DFEIZH T ZKKETE)

983E T MU v AMIERIOBZENRH D, [7.5 5]

(fi0)

—RICABEBEOIK T L TV D EIRE TIIARIOZ VT 7 ABNMK T T2 RN E 2 b E T, i,

EERE CIIMAERZE Z LT WeE SN TE Y, KA L2 2WMARFRIE-» & b bivic e, Sl

TRMEBRIMAE R ORI LY MiEEMFEZE7- L, T NI U AMERSH b ENH Y 3, Fiz,

DRI T D RIEITR AR D ABGERE ORI LY . "E#F I 16mg THREZHIA LTZ5E.

BEHETOEGHBIZHESTE T M U AMIEDORBERENEH N ERMHERINE Lo, 61T, OB

Ha R 2 DEN DI GBEOFRITEE D BAIER D S MRERIEICELBZRAH Y £7,

BEOREZBE LN OEEREICELG LT EE,

7. MHEER

10. tHE{EA
AFNE, F& UTHHEESR CYPSA4 ICL > TRE@s b, £ PHEHORETHDL L L BIT,
PHEA~OMEMEREZHT 5, [16.4 5]

(1) HtREZEREZDER
BES N TV
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(2) FRAZELEDEH
102 FFRZE (BIRISEES S L)

K4 5 BEAER - FEE Tk B&FF - faBRIA+
CYP3A4BLE AR 2 A3 % HA RAEEROMEICLD KK A O HBE R TDHD

g hary— BOA BRNRE | FIOEHNERT 5 BE1 | CYP3A4%Z[HE L, &K DI #E
). A FTaFry—L, T aF V| B"HHOT, ZNHORK | hiEEES FRESES,

—J), IV AL & COBERITRET S Z e
TL—FTIN— 2 —R F LU,

[7.1. 7.10. 16.7.1-16.7.3%/#]

(fgsn)

AFNZ, E& U THABEESE CYP3A4 TR SN EEZ DN TCWET, CYP3A4 HEMEHEZF/T
L haty—v (ROA : BENEFRER), A hTatry =L, Trary— JT7JRAaYA Y
V. T T TN Vo — R L ARENE O LA, ARIONREABLE Shu, Ko i
ERERTHAEEREZONETOT, ZNLOEA L OMFITET S Z ENEERET, b
ZETOHT 258, AROBES D WIXEAEN D OBER EE2 BB L TSN,
V.4, QDRZERUVAZICEEYT 53FE) OEHOMHLL TS0,
<BE>
- SAEICBIT DRERANICBWT, CYP3A4 OEEMEZAT 57 haF Y —/ 200mg & AH|
30mg OHFHIC LV . AKAID Cmax K NAUC IZZENZFN 3.5 (5K B.4(EFIT -T2,
< HMEICRT AR AW T, 1% E O CYP3AL OLEREM A2 H T 5 7 /v a) Y —/1 200mg
E MR T B 30mg OPFFHIZE Y FANRT H D Crax KOV AUC (ZZ N E 4 1.8 5 Y 8.0
AN IS AR
< AMENCEBT DR ARV T AK 60mg 2 CYP3A4 OMLEERHEZHT L7 L—TF 70—

Va—A (240mL) XY RH LK, AFID Cmax XN AUC ITZNE4 1.9 fF RN 1.6 fFIC
Tpos T 9

VIL1. AD)OQHAENFEE WMEAICKDIHE) ] OHEDL ISRITEIY,

A4 EEARIERR « $EE 1k ¥R - falialn v
CYP3A4#HE/EH 263 % 3H RMBELOFEI LD, RIAKF OB BEFE TH D
Vorrevy % FIOVER 2N HE5 4 2B Z 1 | CYP3A4ZFHE L, AFK| 0 M
A I UF XY VY (St.John’ s| WD DT, AFIEGHT | TEELEKTIE5,
Wort, £ F¥a—2r XU — k) & |25 OER KR OEMLZHE
HEH WLV EREE LU,
[16.7.45 ]
(fEsn)

AFNL, EE U CTHFAHIEESE CYP3A4 TRETEND L& 2 5TV E 4, AT (rC CYP3A4)
FEEHEZAETH) 770 0, B34 FF Y Yy (StJohnsWort: o b —2 AT —
) EAERME EARFNZOH LA, ARIOMRGPMERE Sdu, AR O mSEHREME T3 2 fHE
MNREBZONETOT, FFHICHZ> THEHERL T EE,
<BE>
SMENC I T DR IZIB W T CYP3AA OFFEERZ AT 5 Y 77 22 600mg & AHl240mg
DOHFFIC LD . AKHID Cmax KN AUC 1ZENZFH 1/6 K18 (272 ~T- 1,
VI.1. () Q#tRAENFE NBEANIZEDIHE) ] OELIZHEIIZEN,

S % BRERIEDR - HE 71k H T - Sl
TR AN LD V= F v OFE | ARIIPHEEAZME L, V=%
[16.7.55H] PRI bBZNRH D, |V rOmETRES ER S5,

(FE)
AHNT P HEEAOHEEMNZAT LB N TVWET, YIFT U EARAZHH LSS, A

FUUOMBETREL LR SELARENZAONETOT, fIHICH> TUTEF LTI ZENY,
<BE>

SENC BT BEEFR BN T, Y IF% 22 0.25mg & AH 60mg OUFFHICE YD P TF 2 2D Cmax
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KOVAUC X, #NEH 1.3 M 1.215 107272, AFID Cmax & AUC I, WFNLE 1.1 5272 -
77’: 66)O
VI.1. A)QEAENDHE NWEANIZELIFE ] OHEL BRI IFEN,

HRAN 4 S5 EEARIERR « $EE 1k ¥R - falialn v
PHEEAMEEAZE T 238A | AFOEANE®RT S| b ORAPPHEEAZEET L Z &

I uRARY BENWRH D, (2K ARFIOPEH 2 S D T2 g
TREN AT 2B8TNRH 5,

(figan)

AFNIPHELORE TCHHZ D, V7 a AR Y LD P EEEAMEIEHN A7 5 3E| & AH|
EOHHLESEAS. ZROOHEFN P PFEAEZET S Z L2k, KFOPEEZIH SN D720,
MIETEEN ERATA2E8ZEARHD ETOT, fEHICH-> TEEE L TLLZEN,

A4 % FRIRAEIR - HETE ST 1E BEFF - faBRIAF
RN il I o DRANE GHT 285 | AR OKFIRIEMIC X0 FEER
7 U LERFFIER R 38 B MED U U LR B MSEEORD 2K L, AR
AR /)T . NIT AT VY| HTr8En0nH5, g7 Vv NREN EFT5
UF BEhDH %,

HT7 NV RAT T 3

L) A&
T UVFT o AR R B AR
TS T TN~ LA R S
TUOFT vy N AR
=8N SV BBV

L= fHERK
TURX LT )ERE %
()

BV LA ) MEEERRIE, FITV R AT a UK T UFT v AR L E K,
TUVFT o MR EREIEL L = CER S AR A O LS. AR OB FIRIZIE
S AR TEBR M B O IC L 0 MiEERZ X 72 L, fAANCImIg s U o A sEN LR+ 5820
NHOETOT, HHHICHZ-> TUIEELTLLEEN,

A4 5 EEARIELR - HEE 5k W - fERRIR 1
NYF Ly UFER AN KON T VLV UG | AR DR T L2 V2SR
TAET LUV UoNEBEKTIY % SEAROIEMERNEEE TS [FEPERIC L D, mE N
BENARH B, 5 Dvon WillebrandX+ i
HAIHI S BENLH 5,

(FEsn)

NI F U UHBRE AR ZH LTEBE, AFOARY Ly VeBEREFIERIC XLy, %
W HiE > 5 @ von Willebrand &1 DA HHAH] S 4u, XY 7L VEFEEO (LB 238553 5
BENURHYETOT, HFHICHTE > TUIEE LT XV,

HE  AFOEBEINTOWHRHELRCHREIIU TO LD TY,
CDARRITE T B IREITE OHE
D@s ., AT R ARTEZ L LT 1mg & 1 B 1 ERO®HRS5T5,)
- JFREE IR T D IRIRETE 054
DEE ., RAIZ AT Z L LT 7.5mg % 1 B 1EROKS TS,
 SIADH (281 K7 b U 7 AMJEDHA
Gad, AT M ATZ LT 75mga 1 H1ERAKGST S, HLEISCT, EF Ll
ET R U AREISET S E CTEREMICHEETE S, 28, BEOREBICE D EENT 528, &
AT 1H60mg £TET 5,
- YL EREBEZ RO S B OLE
EE, AKX R AT Z L LTC1HG60mg % 2 (5 45mg, 45 16mg) (201 TRRO#& 5
BT 5, 1 H 60mg OF®ET 1AM LG L, BAEMERS 5541201%, 1 H 90mg (5 60mg,
477 30mg). 1 H 120mg (1 90mg, #J7 30mg) & 1 HAMLL ORI 221 TEBEMIZEET 5,
2B, BRMIOE T CEEINT 52, ReHAEIE 1 H 120mg FTET 5,
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. BIfERA

1. gl{ER
WORWERNS LoD Z ENRNH DD T, BEEHDITITV., BERHRD SN GEICidRkEE T
1T 57 CHb R EEITH Z &,

(1) EXAGEIER & MEAGER
1.1 EXAEEA
1111 BXRE (1% AK0H)

BEOREENLLDLND Z ENH D, [9.2.1, 9.2.4 BH]
(fia)
DARRIZEIT B IRIEREE OA&GERIF £ COEWNERRER, IR 2 RIRETE OIHRE B MA R
T CTOEMNEERRBR, 59O ARENEZRMED 5 B OB EEBMAFRRE £ ToEBILFERBRICB VT,
AL (BMEEAA 2 6, BIERAS 3 F) 285 14/1,440 1 (0.3%) [AAIZIIT DRI HITE K
FOEE 2 11/213 B, FFREZSIZ 1T D IR AT B KRR 1 14/266 B, Y R B ME S RYED O B KGREE
2 1£/1961 fil] & TVWET,
FURIZHE D B MR & OB L EEENSEL L, BAEFOEEOFRENHOLDLNLLZ LR
LDT, BERE ATV, BiERE (BUN, Cr %) ICEEARDOONEEAICIFEEETIEL,
WY 70L& 21T > T T2 &0,

11.1.2 MARFERFE (1% AT)
BIRARFIPRIC X 0 MM 2 ok L7284, MARIE R O MRERIEZFHET 28NN H 5,
[9.1.1, 9.8.1 &[]
(fifsH)
DAREITRBT B IRIEETHE O AR £ TOENERRER, FFEZ IR 5 R ITE O Zh e B AR ERE
FCOENEERRER, YR B2 3O 5 R OSREBINAFRRE E T o FEEE L RIFRBRIZB VT,
AR FERRSE CRAMBIIRIERIE, DA IIAR © 45 1 61) 2% 2 £4/1,440 1 (0.1%) [LAAIZBIT 5K
TR R AR 2 (/2183 Bl A ] MiE X CnET,
SWRIRER NS S b i=5E, 2SR MR OWBAIC X 0 mikEfEE & 72 L, mREERD)
MEERELFRT 28T H Y 7, AFELGTIL, BIE22 02070, REPBD LY
Bl EE PRI L, WY RAEEZITS> T EEN,

1113 E5F MU LME (1~5% AKi)
AFNOKRFRIERC L0 MikEfEEZR L, @7 M) U AMERH LIS EnH Y, Hik
BEZEI bbb, BHEPIX, JUkE, RE, MEF RN U AREROOE, BAKED
SER DB A 01T 9 2 & RIBEOFE. BKFEDIERD LN IHEITIR, AHlOEK
HE2E SOOI IR L, ERISE U T, Wik E & D KGMaEOMU R LEEZITS 2 &, F
fo, EWEZBAZL2MET MY UARED ERRAELNIZGAICIE, BEHICARK O 2 H
1B L SERICH U T, iR & & O 7o KR Hifa S O bl 7o luiE& 2475 Z & [1.1, 1.5, 8.4, 8.8,
8.12. 8.21 &M ]

(fg7n)

DRI BRI O&GERE £ COENERRER, TFEZICBT 2 RIEITE OZIRE B MAFR I

T CTOENEERRER, 59O EME IO 9 Ju B o 2hREEMARRRE £ CToEBIEFFBRIZB VT,

N U AME (& U T AMSE 27 4, A N U o LB 15 ) 2 42 14/1,440 61 (2.9%)

LOARANZ I T 2 MR IR KGRI 3 141213 5], IFREZE 235 0T 2 IR BT R /KGRI 2 11/266 fil, & Yefa

IR FEME D 5 BB DN REEMAFRRE 37 {4/961 Bl A ] s I TunET,

BT AKFNRIERAD S S -6, R RMEERMEEORDIC LY MikEfEE <7~ L, ®7F Y

U AMIERH HDONDZ ENHY, BEMEELZEI> ZLbdHD £,

AFNE G, OKE, JRE, iEF MY v AREROOVE, BKEOTEROBEZ 51247 5 &4

ERBHY T,

O OFHE, BAKFEDIERND A SN HEITIE, RFIORG ZWE X TP I L, FERICIS T, Wik

KRG 7R S IE AN - ERE M EAEEZIT o T Z3 N,
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FLVEFRBAZBX MG Y U ARED ERANBENTL AT BEBICARORG 2RI L,
FERIZIE UC, iR 2 & D 7K ife 7o M ERRIR - EREMIELE 21T > T IZEN,

N4 2BENESF ) DLEELR (1%A0)
AFNOKFIRIERC LY, 2R MET NV D ARED EARHLLONLZ E0NHDLH, Zil
X DR, RAE, BIESICED L0 RREEENRBIEER 2 kT BTnnb o0, &5
Hik, Mg+ MY v ARER OMRIREOBIZE 2 +0124T 5 2 L, KA 5% 24 REREILIAIC
12 mEq/L 282 2%01MiEF ) 7 L0287 ERANALNIZIEE I, B ICARAO S
kL, SERICIE UCL iR A 5 O 7oK Hife o bl e uiE 2475 2 &, [1.1, 1.2, 1.3,
8.4, 8.8, 812, 8.14, 8.22, 9.1.3 &k ]

(figah)

SIADH (2B A1) b U ¥ AMSEOAGRRE TOENBERERERIZB W T OLDREIZB T 2 IRERITE
OARGRRE F 7 IIIFEZ I T 2RI AT R I OV Yt AR 2 38 D 9 BB OB B I GRRF £ C
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FEERK 1 (0.06) i =B E 2 (0.12)
I A e 19 (1.14) B2 RG %% 1 (0.06)
KB U 7 i 1 (0.06) E 32 3(0.18)
PR T v o S 1 (0.06) B LA 2 (0.12)
e I 13 (0.78) 1% 1 (0.06)
{EINES 4(024) JNOBEE 1 (0.06)
L SRR 1 (0.06) % 9 S 6 (0.36)
895 4 (0.24)
O EEMER 1 (0.06)
5 o Wi R g & 1 (0.06)
ZEIFRIB 1 (0.06)
B 1 (0.06)
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Bl R 5 00 R N e At B F 55 0 BN et
5B K Rk L O A MLk bR 55 27 (1.61) R R A 132 (7.89)
kiR 2 (0.12) TIEUT I NT AT 2T — PR 1 (0.06)
BAE % 2 (0.12) TI=UrT I NI AT =T —BHN 9 (0.54)
iy 11 (0.66) TANRTIXUBT I ) N TV A7 27 —BRE 1.(0.06)
A 1 50 9 2 (0.12) TARGEUBET I ) T A7 27 —EHI 13 (0.78)
7 Bt 5 1 .(0.06) M7 7 2 2 (0.12)
7 A 7 (0.42) ML 27w — L HE N 3 (0.18)
TR, b A 2 (0.12) M= L 25— LN 1 (0.06)
M v ~F 1 (0.06) Mmd 27 L7 F ok ARFF—FEm 12 (0.72)
5 L 1 (0.06) Moz vy F=1 8 1 (0.06)
BB L OUR I E 157 (9.39) ML 27 v F = 8 21 (1.26)
IR 8 1 (0.06) L7 R RS 1.(0.06)
iR 12 (0.72) 1fn AL P A K S I S BN 3 (0.18)
EROR M R It 1 (0.06) iR % E 5 2 (0.12)
&SR 20 (1.20) ML ) o SN 4 (0.24)
R 31 (1.85) AR T 1 (0.06)
%7 15 (0.90) i b5 2 (0.12)
B AR 3(0.18) ML~ U o A8 10 (0.60)
S 2 (0.12) M Y Z Uk R 1 (0.06)
25N 11 (0.66) M~ 7Y RN 8 (0.48)
S NI 1 (0.06) I H R 25 HE 17 (1.02)
SR BA 2 (0.12) ifn. H R P 1 12 (0.72)
BHREBAE 1 (0.06) C — Rt [ 1 (0.06)
T FE N H 1. 5 (0.30) LR S 1 (0.06)
B RE 53 (3.17) LEMQ TIERE 1 (0.06)
i M Mgt vs 7 (0.42) Y= NAVEINVRT AT =T — BN 22 (1.32)
JE M DR R 1 (0.06) Sk ER PRI SRR 3 (0.18)
A REE 3(0.18) R 7 R o B 1 (0.06)
T AR AR A 2 (0.12) ~< b2 Uy MED 2(0.12)
TR R AR 1 (0.06) ~ES T VR 2 (0.12)
R A8 5 A 1.(0.06) MRE L5 5(0.30)
AR L OLEEE 6 (0.36) e DR A A S 1 (0.06)
B T N7 R AE 1 (0.06) JFF b R A A S 2 (0.12)
s e 1 (0.06) /SR B A 2(0.12)
79 H [ 35T H o, 1 (0.06) R 1. 2R Ho 1 (0.06)
HIS7 e 1 (0.06) R E A 3(0.18)
SR 1 (0.06) RGN 2 (0.12)
2/ SR N 2 (0.12) {1 BR # s 1 .(0.06)
B A R i 1 (0.06) PR A R 2(0.12)
— % - B KOG ERAL ORI 158 (9.45) FSoATIF—Y LA 1 (0.06)
I 7 E 1 (0.06) MF 7l URA7y & —LHMN 2 (0.12)
il 50 AR e 1.(0.06) PRGN 3 (0.18)
g 95 2 (0.12) fiFi% 3% b5 16 (0.96)
REEEA 1 (0.06) ifn. v bR 2L R 1 (0.06)
AR 1 (0.06) Rfoa el s =27 mn 1 (0.06)
9 57 2 (0.12) JHERE RE I A i b - 3 (0.18)
B 1 (0.06) B, hER L OE A PHE 5 (0.30)
182 12 (0.72) EEER 1.(0.06)
T HE 2 (0.12) H 45] 1 (0.06)
AN T e 4(0.24) FEA~L =T 1 (0.06)
JER 1.(0.06) B & B 1 1.(0.06)
FE B 4(0.24) EEa e 1.(0.06)
18 135 (8.07) ST i 1.(0.06)

JRYURE R |24  DRE B 37eh T,

MedDRA/J version (25.1)
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9. BEARBRERERICRIZTZE
BN ANA

10. BERE
13. BEKRE
13.1 L&

MEEN A TIERNEEZ DR D,
(fiL)
AR OFRIERMIIHEKFHTH Y, &R G OEAE, BEOFRIRIC L AR (B, MKEME, SK
By, MiEHEMEREOESE) NELNIZEREZLNE T, 20X RERNHbNTS
AL, BRE R OMERIEDONRT o A EEERS B LN S, ST U TR M OVERE DM EITR
STLEE, KOOI THIGTE 2 WA IITERR 2 F RN S L T 7Z a0,
7k, BEEERA Z x5 L U7z [ENERARRER CIX, HilE#E 120mg/H . KER S 120mg/H £ TEH I
TmHENDH Y 7,
Flo. MARTHZ R, B MIUEEB & OREEENE (>98%) 729, MKENTIE M AT 2 DR
RIIFFEDTIIRWEEZ BN ET,

1. BRALDOIFE

14. BRALDOEE

141 BEXZFERFOEE

1411 PTP @2 DAL PTP > — F 2 LBV H L CIRAT 2 L o &S5 2 &, PTP ¥ — h DOREKIC
X0 WS AT SRR U, BT ZRILZ 3 2 U CHERRTR 28 % o EE 7o & OHE &2 0F 5
THEZLEND D,

14.1.2 AFNIFE DO BIZOW THER Z 2 S5 L HCNICHEST 527290, KR LTIRHATETH S, £
7. KTRHT 2 b TE S,

1413 AFNTE - EORETIL, KR L TIRHASERNT &,

(fi0)

1411 AA|Oa213 PTP (Press Through Package) ZfiH L CTH Y £3, AFZRHAT 2ERITIL, &
%%ﬂWP/~ NABEY L TIRAT 2 X508 LT E &, HEGERE 54 5 (CFRk 3141
A 17 BfP) IcEESE, PTPRARKISR D B L LTtk LE L7,

14.1.2 RFNE, ARSI & OWIIZ K 0 2R OFBL 2 W4 2 B TldZe o AR I MERR 530K
THAZD IO EL T EEN,

1413 RFN 2 E - F FORETKR LTIRHSEZGA BEICHNE L TCRIEZREZTAREERS H720
Bl EFORETIE, K LTRALZNE S FEELTIZEN,

12. ZOHDFE

(1) BEERERICE D &%

15.1 BRERE A I D < 15

CERBABHUZEMEOIRE

1511 H YO AREIE L RENED 5 FB R 2 5t & L2 B — H S G5 (ERLFERR) 2 2k
W, AAI60~120mg/H £7213 7 7 AR % 3FEMB G Lok R, BEME RO 25282 oY
JwByL% MO FEYEME ERRO 3 5 & 2 H1fiE ALT (GPT) L& XM AST (GOT) L&H

. AFREREO 2 FICRO biTo, Eo, EEME ERD 2.5 52822 ALT (GPT) EH D3

ﬁﬁ&#\77tfﬁ&wﬁbfﬁﬁ?5ﬁﬁ%#ok(ﬁﬂ&ﬁﬁgm@W%7%(4%@\7
7B AREE 483 B 6 Bl (1.2%) )., 7235, AFIE G 5 B EIRO 3 5% 8 % % ALT (GPT)
EHOZIF, F5BA 3~14 » H ORI bz,

15.1.2 H YL ORI I D o B A 255 & LI — EE R (EFEHLERER) 2 12
wT\Kﬂ%%ﬁmfiﬁﬁﬁ&%@Lfﬁﬁ®%$%®%ﬁ$ﬁ%#ot(%Eﬂ@ﬁ($ﬁ?
58 0.8% (8/961 f51) . 77 B AEE 0.2% (1/483 f51])) . HEMER AN (RFIE 58 0.2% (2/961 ) |
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7T RREE 0% (0/483 #)), AAF|E ORHENMEIIETORERN THE S, BARNTORIA T /20 ->
77

(fi)

1511 YR EIEZIMED 9 B &2 x4 & LR EER (TEMPO RBR) 128\ T, HEKZREYIER
BEEOY TN EEZLNDEEREMEECTH IR E Y LE Y GEYEME LR 2 58) & AST
XX ALT GEYE(E EFRO 3 {5#) ORI EARNARR GO 2 2RO Hiv, £7-, ALT E& (&
Y EFROD 2.5 f548) ORBBEEN T 7 B RBEL il L CTABIRGRE TRV EWVWIFERTLEZ, &
B GRS 5 HEUEE BIRD 354825 ALT (GPT) LEHO% 1%, #5658k 3~14 » AD
RlIZRO LN E LT,

15.1.2 FYEREBIEZ RO 5 B 2 x4 & Lo iRR R (TEMPO 3BR) 1B\ T, AFIERGEHT Y

TR RBEL R L CREDFEDDORIRNEm N E VW IFERT LT,
AFNBEGREORBF D% NIKEFED YV AT 7 57 7 2 —% BT 572, KA &Y% F5 0B
HEIZA SN TIEH Y FHAT L, AFIOFBERRBRT — & (BEHERER, 25 A FMERR)
TARFN G & B EGE OBEMEII RSN TWER A, £72. BYREAREMEZREMED O LS (D
R4, K> R U D AMIE %) OBREEZRIRE LNERRRT —4% TH ., BEEOEERES
BB GIIAKIRE (1.4%, 47/3,294 1) &7 F7BREE (1.6%., 44/2,738 #)) TRFEE TLZ,
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IX. JEEREREERICRE 9 SIRE

1.

A ER
(1) EEZNEEEAER

VI = EEBICET HIER ] OHSMR
(2) REMZEEAER

(3)

MRT & v D AVESREE (i) B E LT, —RIER L OYTE), iR, (PR R,

H AR R R OV, PR R OV E R, LR R IS RIET B LR L 2,

O — etk K OFTENC 3T 5 1EH
ICR ~ 7 A |ZHcm 1,000mg/kg Z % A5 L THEGET L 72, 100mg/kg BL B TR EDIEMAFED & 4L
e, FRUAMTRFRL T N E 2 ITFR D b v n o7,

@ AR R T x T D EH
ICR ~ 7 AZHi 1,000mg/kg Z#%N& 5 L CTHREH L7z, BEEBIE, ~F Y LB X — LRREE
RefE], RIE X OV i E BT A LT, BRIER . IREFERIEN. BURERH b RS T, &b
B AN F=— RO T TV EREEOBIER LR S 2o T,

@ RMAREI T B 1R
ICR = 7 A |ZHi 1,000mg/kg Zf#% O #H- Loy, B ERIIR S o7z,

@ B KON ok 2 1EH
Hartley €/VE v b OfFHIEIGZ VS, &5 30 umol/L £ THLEL L THFT L7z, 3 umol/L TiEfE
HERS 720 o725, 10 umol/L LA LT HENES) OTUER OFF LRSI O—@to LEZE BB 6
oo 7EF NI RO E AH I A X DUUHETIE, 10 pmol/L LA ETHIHI L, #HEbNY 7 Al
X B ULAE R L CiE 30 umol/L THI| L7,

® P K OV SRt 2 1R
R ©— 7L RIC e 10mglkg % §RRINER G- L TRiET L7228, 3mglkg UL ET T I OHRIE 2 8D
L. 10mg/kg CTHRALEL L ONAES NG 2 & & HICmEN T L, KRB R M & A8 LT,
BNZ, MERREEA X AZHE 1,000mglkg &R0 L7 & 2 A, 100mg/kg DL ET PR [ @O HEHE,
1,000mg/kg T T WOMRIEOWD 2~ LT=3, Z OO E RO EE BIZI3EE T, M
RNDEEL B LN T, T OEBRITHIK T TIrbnz=o, PR BERE O T FoOZEE,
PR 72 R ERINCPE S AT B ) 7 AR o — VBED ERNA LN Z EIRINT D Rk
7R LBz Sz, 7ok, BHEEKTE =7V RIZKE 1,000mg/kg/ B D SV T 2 2 %%
H LU KERNEGHFEERRICHE T, MR oEMEREIIZ(E T, LERICHZEITR
N oTtz, £, AT H 0%, Hartley £/VF > Mg A DS=ILIET OIE BN EA I
LT, 30umolVL (13.5ug/mL) £ TIEH%ZRET. b b ether-a-gogo BHiE#EET (WhERG) F
¥ RIVERICK LTk, WHEERTH S 2umol/L (0.9 ug/mL) DIEMEF THEZ MITE o
776

® HILERRITHTT B 1EH
ICR ~ 7 AlZHci 1,000mg/kg A& 5 L, HLEEBERIZOWTHRET Ly, BEIGED 6
N7pinotz, Wistar 27 v MIEE 10mgkg ZEIRNES L CHESH~OEEZ M LT,
3mg/kg £ THEIIA LN ->7-78, 10mgke TiXHIEEOWRIE 20 S8, B8 OBRER
LT EH72, SD 7 v MMZHE 1,000mglkg %+ —FEGNE G- L THIR WA RIZ T B % gt
L7-, 100mg/kg LA F TIIRBIZH LN - 7228, 300mg/kg TIEIBHIRE., BEEARE MOy
WEOREA Y, 1,000mg/kg TIXZ N6 DORAITINZ THIK pH O EFHNERD iz,

Z DD EEHER
BB R L
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(3)
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(5)

| IX. JEERRBRICBIT 25 H |

. B

BE% 5 H MR Y
MERED SD 7 v R O — L RIZ ML ST X 3D 2,000mglkg % HERE O G L=, LT R OEEY)
LR U7z e A 3Bl s e o 72,

REZREEHEHAR ™

WEED SD Z » M R NT Z D 0, 30, 100 &Y 1,000mg/kg/ H % 26 [ FR IR O 85 L=,
5 M D RIE WM 2 5% 1) 7=, 30mg/kg/ A LA EOF 58 O MEMECHEERE I D < EBKE KL QIR EOH
& FREE K VRZEEOI FAREHM A2 C TA BN, 1,000mg/ke/ B DMz 5-BR1E% B LA
P —BARIEDE LWEAL DN A B0, BABORENFKNE E 2 i, #KSHEOSEC LV
BECH BAF R EEFIRIEOMERF DR S 7o, T D LIAMTITEMICER L1z &5 2 b5 A
HOENT, FFETREIEEENGE X W EE2 N, £, B5HRPIcA N2 T, 7%
TSNS L L=, BRI 1,000me/kg/ H ., MEA 100me/kg/ B & W L 7=,

MERED B — 7V RIZ R T X D 0, 30, 100 &Y 1,000mg/kg/ B % 52 3 [ FR Gl 0% 5 L=,
5 A D EI1E WM 2 5% 1) 7=, 30mg/kg/ A LA EOF 5EE O MEMECHEE IS < EBKEKR DR EODH
& R E K ORIZEEOEK TR &5 28 C CAhAbz, 1,000mg/ke/ H Tk, MEREZ —i@MED
IRE N OHEEERE DR 3 A i, —E OB SOV CIEAER 21T - 72, 25 USMIIT YA
L7ceBEZ DN DFEEEITH LT, FFETREFEEENRE TRV E B b, EMITER L
7B Z BN EIET X CRIEMME TR L, MEESEIIHERE S $ 100mg/kg/H & HFr L7,

BInEMHER

FAIF T AEBORGE 2 O TR E BB, ~ 7 2 Y o/ ERE 2 H VO 7o AT 22k ek
BR LR (F v A =— AL A7 —filifkiile) & 7o Qe ik B AR K ONERE SD Z
v b AW INEREBR A S LA R BIREEIEER O Sk o,

AR ER ©)

D B6C3F1 ~ v AKX SD 7 v b & V7= 104 3B [F5RHE 0 8512 X 2 28 AJFMERRBR 2 9266 L
7oo U ATIL, BEO, 10, 30 XTN 60mg/kg/H ., #ff 0, 10, 30 XU 100mg/kg/H &% EL, 7 > b
TiE, #E0, 100, 300 % 1,000mg/kg/H. 0, 30, 100, 300 % T\ 1,000mg/kg/H &#E LTz,
ZOREFR, MNAT ZATEFREZIRT ST, EEMEREOHBUBE 2 NS89, BNARMZ R
ST,

ETEFEF AR Y

O MEURRT & QSRR 5388k (T > 1)
SD 7 v & W7o AR AT K ORI 53R <k, MEREZ by 2 o 0, 100, 300 & OY
1,000mg/kg/ A Z Rl Qb Uiz, ZOf5F., AFICB LT, BT 1,000mg/kg/ H TH 2T
IR o, METIEEICERBRIEMOERIC X 2R IEFWORE N ONTN, ZihiE (%
FlRRBR OFER) 121X 1,000mg/kg/ H THEBIIA LN oTe, BEtEaEiL, Mo —BEMNEN
BN 100mg/kg/ B ARG, AEFE~D 3T 1,000mg/kg/ H . 1T 100mg/kg/ B, IR IEEFRAE
~D RN 1,000mg/kg/H TH - 7=,

@ - BRI AERER (7> FEROYHX)
SD 7 v M HWR-BRIRRAERBR I IR T v M2 b7 % 0,10, 100 & T 1,000mg/kg/
A Z g 0 &5 L7, 100mg/kg/ A LA B CRIENM O IRERIN & & OB & 0¥ 23, 1,000mgl/kg/
A CREAREIR N ROV CBIEN A bz, MR, a3 o —BErErE 25 10me/kg/ H |
AETHA~DREES 1,000mg/kg/ A, IR - R EFAE~OFEEE)D 100mg/kg/H Th o7,
NZW U %X 2 HW7oii - lBIRFE AR T, iR I T2 oo 0, 10, 30 KW
100mg/kg/ H 72 &5 TNZ 0, 100, 300 K OF 1,000mg/kg/ B % F@ik#E 0 #¢5- L7=, 30mg/kg/H L ET
BEENW) O (R EHE N & K OB EE B OJD A3, 300mg/kg/ B LA _ECHEFEAS, 1,000mg/kg/ B THE - 52
O K OVNRERIE HBLR O #2s . 2, DHEBICIRIBBT, NHEZR, Sk, NEoEKTE
OHBENAR LN, WEMEET, BEYO —BREENEEN 10mgke/ B, EFH~DEEN
100mg/kg/ B, & « JRIRFRA~DEEN 300mg/kg/ B Th -7, (@G BMEIXEEE 2B IEIED
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T2 AR CTRENEA, EZHITEIRE 6~11 B, & bEZMEOEOWEIIER 9~11 B TH
ST, £7o. GEUE 9~11 BIZ 300mg/kg/H 25 L CTHIMICEE L - FRITA LT, AR
PEIZBE 2 MEFE & 300mg/kg/ HICEB T HARE(LKDFEE R (AUC24n) 1% 120mg/H (90 + 30mg
1 H2E) FL5EO FTORER (657ug - h/mL) ® 1~3ETho7=, ZOHMIZHBWT, #
YO MIEFIRE X VIR DD RA~DIEY) OBATIED MR ST,
@ AL OHAERIEERR (7> 1)

SD 7 v b &AW HAERT R O SR ARBR CIX EIRLORAL T » M2 v T 2o 0,10,
100 &Y 1,000mg/kg/ B % S@il#E 0 £ 5- L7z, 10mg/kg/ A LA ECHEEFERD A3, 100mg/kg/ H LA
B CRERINNGI A3 A S A, 1,000mglkg/ A BECREENM Y 1 FHIFEE L, HAERIZBWCREEM O
U EA & AROREIMIEIAFE O b, BEEREIT, HEWO a3t 2 10mg/ke/
A AT, A~ ZE3 1,000mg/ke/ B, HAERTR AR ORAE~DOFZIT 100mg/kg/H &5
2 bz,

(6) BRTAIFIEHER
AR L

(1) ZTOthDEHENE ™

O Szt
BALB/3TS3 Mz T, IR O K ORI B 53, MlRAEFRIT AT Z v
DT 5 130 pg/mL LA EOF & TR L, MlaATTE 50%ERRE (ICs0) OISR &L
FEFE O (2.2) o, TEHEEORREESH YV | SHE SN, 7o, RO 1C50 fEIL.
120mg/H (90 + 30mg 1 H 2 [A]) #HEEDOE hTOD Cmax (0.716 ug/mL) ® 196 {5 ThH -7,
In vivo Ye#EMERER X, Hartley E/VE > N RO NZW UHFIZ MR T X U a2 E e
2,000mg/kg/ H %Y 1,000mg/kg/ H £ TR #5 LCHEME L7z, Wi e b, RN A o RE O
HIECBED LT RESEOENORESICEETRD bNRhotz, ELE Y NERT XDk
RIS 2 0 B B AR DR ZAUAR O Mg PR IL, 120mg/H (90 +30mg 1 A 2 [7]) &5
REOE FTO Cuax 1T L TENEN 1 EL R AETH T2,

@ i EERER
MefED SD T MZ MR T X 2 i 1,000mg/kg/ B OET 4 BREKERAOESLS L, T Ml
RTFEOWRMERIE & LT, & VIRIMERIC )3 2 FURPEARRIC KX T B Z R L=, T OREF.
PUAPEAERBICEBIIR D bR ho T2,

@ HURMERER
Hartley €/LE > hEZHWZRBEBI ST 7 4 7 X —RIGRBRE O HKE T 7 1 7%~
—BOGFEBRIZ B W THURMEITRE O bz o T,
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| X, ‘B FEICET 55 |

EHEHMEIEICEI 21EHE

. BRERSD

f Al . %A A% OD §E 7.5mg - OD & 15mg - OD £ 30mg. A& A B AL 1%
BIEE, ALFEEIKET EFE-EMEOLASFZEICLIVEHRTHZL)
BRIRRLS « hAARTH L R

AhEAME

B L A7 OD #E 7.5mg -+ OD & 15mg - OD #& 30mg : 36 & H
Y LA B AR 1% : 30 &5 A

AEKRETOE

R

kL EDEE

20. Ik LEDEE
T o —EZITRR A BT TIRFET D2 L,

BEMEITEM
BEMERLTAR DY
<THOLEY : HY
Z OO BE T EM
O NLAZRICBIT HEIERITE OB ([T 2E&HM
ANBETH AABCERASNDEE S A~
[XII. 2. ZOMOBEEER OHSH
ABETH LR NCZBA L, SR CTHEGEIRH S 415 5~
[XII. 2. ZOMOBEEER OHSH
O MFEZICBIT HIRRITE ORE ) ([T 286
ABETH LADCERHA S D BE S A~
[XI. 2. ZOMOBEEER OHESH
ABETH AZANCHBE L, Sk TR S 4v 5 I~
[XI. 2. ZOMOBEEER OHESH
O [SIADH (Z8BF A1&F U v AMIED B | (2T &M
P AAHCERAENLHBE S A~ RMP DV 27 B/MUIEE O 72 OIT/ERR S L= &)
1.4 BMEFEAICKRLTRAMTANEHN), (XI. 2. Z0OMMOBEEER] OHESM
O IME YRS RMED 9 B o BE | IZET &M
P UADCERTENDHEE S A~ RMP DU R 7 K/ MUIEEO 72 DIV S i B4
1.4 BEFRICELTAMIANEREE). (XI. 2. ZOMOEEER] OHSH

B—H5 - R%hE
[F—po3E : 72 L
Fl4h B hARTH LY LB RT LS R Y P

EREEERH
200945 H 19 B CKE)
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8. BERTARFABRVEARES. BEMAERFFAR. WETHBFAB

~ Y 75 7 3R B A FE R G W 72 B A

AN FE4 AR TR = A H f£HA
iﬁ;ﬁODﬁ 2019 4% 8 A 27 [ | 30100AMX00226000 [2019 4F 11 A 27 [ |2019 4F 11 } 27 A
EigﬁODﬁ 2019 4% 8 A1 27 [ | 30100AMX00227000 [2019 4F 11 A 27 [ |2019 4% 11 H 27 A
;ﬁ;ﬁODﬁ 2019 4 8 A1 27 H | 30100AMX00228000 |2019 4 11 F 27 [1|2019 4 11 A 27 A

W AAT R 1% 2017 - 3 H 14 H | 22900AMX00508000 (2017 45 H 31 H | 201746 4 1 H

9. MEEXIFHREM. FBERUVAEZEFEEMENERAARUZORE
N—TFIREREDMOFIJRIE CRARA 3 N2 35T D AR 201349 A 13 H
BRMEOPEEZE KL TRBY ., o, BARMEOBIGHEE 2N VE Y B REE LR IEO 9 B oE THH 2014
£3H24H
PRIRABIVE R Ay WEGERE (SIADH) (281 5218 bV 7 AEDLFE 2020 46 H 29 H

10. BEEHE. BIERREAREABRUVZTOANRE

< =T RN REE DM OFPRIETRHRA T3 70 DA RICBIT DIRIEHTE ) KO De— T RIREE Do

FIREE TR RAR A3 2o R 1 B KT | >

PEARREMEN B 202246 7 24 A

FBEAMRONE « EEG, ERESREFOME, AL L RMEOMEIREICRET 21EMHE 14 550 2
HE 3 HAMNOBAETONTIICHEY LV, GIRESUIZh R, FHER O EIC
EHRL)

<BEMEMPBEIZE R L TR Y, o, A B R FE 733\ i e o IR 238 0 9 BB o 1T >

PR REMAEAH 202549 H 16 H

PHEAMRONE « EEG, EREREFOME, AR L MEOMEIRE BT 216 14 550 2
HE 3 HTANOBAETONTIICHFEY LRV, GHIREUIZE, FEKOHEIC
L)

1. BEETHM

N—THRIEEDOM| L — T FIRIEE OO | BEREPEEICHE K L TR| HFIRANVE REE >
DOFRIECHERH|FIRETHRAT o720, o, BERBOMK| WERR: (SIADH) 128
DI LAREINZEB D | AR D IR | A A E R AR A K N T ATUED
NGEsReA = AN D O N OHEIT| daB (/DB 3K )
il (g i 300

HLAAH 0D BE |FRLHI (2019 4F 8 |FA4LHIR (20194F 8 H |74 HIM (2019 4= 8 A 27|10 4R (2020 4F 6 H 29

7.5mg H 27 H~2020 4F 10 |27 A ~2020 4£ 10 H 26 |A~2024 £ 3 A 23 H) |H~20304 6 H 28 A)
726 H) A)

HLA% 0D BE | LI (20194 8 FEAHAM (2019 42 8 H 27|10 £ (2020 £4£ 6 )} 29
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1. EHNETORTRKR
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%ﬁ/h. E\&/h% K? % (fﬁ*ﬁ) %ﬁ/hﬁzﬂ /)(jj%
1 FER!
SAMSCA Otsuka Pharmaceutical BEA 2009 4 6 f] <A>
- Co., Ltd. (15mg, 30mg)
Otsuka Pharmaceutical #EAl (15mg, 30mg, 45mg,
JYNARQUE Co., Ltd. 60mg, 90mg) 20184 5 A <B>
2009 = 8 A
Otsuka Pharmaceutical HEA (15mg, 30mg)
SAMSCA Netherlands B.V. (7.5mg, 15mg, 30mg) 201941 A <C>
(7.5mg)
2015412 A
NP (15mg)
kA 2015410 A
Otsuka Pharmaceutical $E# (156mg, 30mg, 45mg, (30mg)
JINARC | Netherlands B.V. 60mg, 90me) 2015487 | P
(45mg, 60mg)
201549 A
(90mg)
2009 4£ 8 A
Otsuka Pharmaceutical BEA (15mg, 30mg)
SAMSCA Netherlands B.V. (7.5mg, 15mg, 30mg) 201941 A <C>
(7.5mg)
[ 2016 4= 1 A
Otsuka Pharmaceutical #EAl (15mg, 30mg, 45mg, (15me)
JINARC Netherlands B.V. 60mg, 90mg) 2015 4 12 J1 <D>
(30mg,45mg,
60mg, 90mg)
. \/r“' I
SAMSCA Otsuka Pharmaceutical BEAI 92011 4 9 A <E>
Iy Co., Ltd. (15mg, 30mg)
Otsuka Pharmaceutical $E#l (15mg, 30mg, 45mg,
JINARC | (7% 60 S0me 201546 1 | <F>

<A> SAMSCA is indicated for the treatment of clinically significant hypervolemic and euvolemic hyponatremia
(serum sodium < 125mEq/L or less marked hyponatremia that is symptomatic and has resisted correction
with fluid restriction) including patients with heart failure, and Syndrome of Inappropriate Antidiuretic
Hormone (SIADH).

<B> JYNARQUE is indicated to slow kidney function decline in adults at risk of rapidly progressing autosomal
dominant polycystic kidney disease (ADPKD).

<C> Samsca is indicated in adults for the treatment of hyponatremia secondary to the syndrome of inappropri-
ate antidiuretic hormone secretion (SIADH).

<D> Jinarc is indicated to slow the progression of cyst development and renal insufficiency of autosomal domi-
nant polycystic kidney disease (ADPKD) in adults with chronic kidney disease (CKD) stage 1 to 4 at initia-
tion of treatment with evidence of rapidly progressing disease

<E> SAMSCA (tolvaptan) is indicated for the treatment of clinically important, non-hypovolemic hyponatremia
(e.g., serum sodium < 130mEg/L, or symptomatic hyponatremia).

<F> JINARC (tolvaptan) is indicated to slow the progression of kidney enlargement and kidney function decline
in patients with autosomal dominant polycystic kidney disease (ADPKD). In ADPKD, kidney enlargement
reflects renal cyst burden
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i SAMSCA

HIE - & i | Tablets: 15 mg, 30 mg

ZhEE - #2hH: | SAMSCA is indicated for the treatment of clinically significant hypervolemic and euvo-
lemic hyponatremia (serum sodium <125 mEq/L or less marked hyponatremia that is
symptomatic and has resisted correction with fluid restriction), including patients with
heart failure and Syndrome of Inappropriate Antidiuretic Hormone (SIADH).
Limitations of Use

Patients requiring intervention to raise serum sodium urgently to prevent or to treat
serious neurological symptoms should not be treated with SAMSCA.

It has not been established that raising serum sodium with SAMSCA provides a symp-
tomatic benefit to patients.

ik - % | Recommended Dosage

Patients should be in a hospital for initiation and re-initiation of therapy to evaluate the
therapeutic response and because too rapid correction of hyponatremia can cause os-
motic demyelination resulting in dysarthria, mutism, dysphagia, lethargy, affective
changes, spastic quadriparesis, seizures, coma and death.

The usual starting dose for SAMSCA is 15 mg administered once daily without regard to
meals. Increase the dose to 30 mg once daily, after at least 24 hours, to a maximum of 60
mg once daily, as needed to achieve the desired level of serum sodium. Do not administer
SAMSCA for more than 30 days to minimize the risk of liver injury.

During initiation and titration, frequently monitor for changes in serum electrolytes and
volume. Avoid fluid restriction during the first 24 hours of therapy. Patients receiving
SAMSCA should be advised that they can continue ingestion of fluid in response to
thirst.

Drug Withdrawal
Following discontinuation from SAMSCA, patients should be advised to resume fluid
restriction and should be monitored for changes in serum sodium and volume status.

EHr A 20214 4 H 22 H
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P JYNARQUE
#IF « & & | Tablets' 15 mg, 30 mg, 45 mg, 60 mg, 90 mg
ZheE - 2h | JYNARQUE is indicated to slow kidney function decline in adults at risk of rapidly
progressing autosomal dominant polycystic kidney disease (ADPKD).
ik - % | Recommended Dosage
The initial dosage for JYNARQUE is 60 mg orally per day as 45mg taken on waking and
15 mg taken 8 hours later. Titrate to 60 mg plus 30 mg then to 90 mg plus 30 mg per day
if tolerated with at least weekly intervals between titrations. Patients may down-titrate
based on tolerability. Encourage patients to drink enough water to avoid thirst or de-
hydration.
Monitoring
To mitigate the risk of significant or irreversible liver injury, perform blood testing for
ALT, AST and bilirubin prior to initiation of JYNARQUE, at 2 and 4 weeks after initia-
tion, monthly for 18 months and every 3 months thereafter. Monitor for concurrent
symptoms that may indicate liver injury.
Missed Doses
If a dose of JYNARQUE is not taken at the scheduled time, take the next dose at its
scheduled time.
Co-Administration with CYP 3A Inhibitors
CYP 3A Inhibitors
Concomitant use of strong CYP 3A inhibitors is contraindicated.
In patients taking concomitant moderate CYP 3A inhibitors, reduce the dose of
JYNARQUE per Table 1. Consider further reductions if patients cannot tolerate the
reduced dose. Interrupt JYNARQUE temporarily for short term therapy with moderate
CYP 3A inhibitors if the recommended reduced doses are not available.
Table 1: Dose adjustment for patients taking moderate CYP 3A inhibitors
Standard Morning and Afternoon Dose Dose (mg) with Moderate CYP 3A Inhib-
(mg) itors
90 mg and 30 mg 45 mg and 15 mg
60 mg and 30 mg 30 mg and 15 mg
45 mg and 15 mg 15 mg and 15 mg
EE g 2020 4 10 A 19 H
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L SAMSCA

HIE - & & | Tablets: 7.5 mg, 15 mg, 30 mg

ShEE - A Samsca is indicated in adults for the treatment of hyponatremia secondary to the syn-
AR T drome of inappropriate antidiuretic hormone secretion (SIADH).

1% - H& | Due to the need for a dose titration phase with close monitoring of serum sodium and
volume status, treatment with Samsca has to be initiated in hospital.

Posology
Tolvaptan has to be initiated at a dose of 15 mg once daily. The dose may be increased to

a maximum of 60 mg once daily as tolerated to achieve the desired level of serum so-
dium.

For patients at risk of overly rapid correction of sodium e.g., patients with oncological
conditions, very low baseline serum sodium, taking diuretics, or taking sodium supple-
mentation a dose of 7.5 mg should be considered.

During titration, patients must be monitored for serum sodium and volume status. In
case of inadequate improvement in serum sodium levels, other treatment options have
to be considered, either in place of or in addition to tolvaptan. Use of tolvaptan in com-
bination with other options may increase the risk of overly rapid correction of serum
sodium. For patients with an appropriate increase in serum sodium, the underlying
disease and serum sodium levels must be monitored at regular intervals to evaluate
further need of tolvaptan treatment. In the setting of hyponatremia, the treatment du-
ration is determined by the underlying disease and its treatment. Tolvaptan treatment
is expected to last until the underlying disease is adequately treated or until such time
that hyponatremia is no longer a clinical issue.

Samsca must not be taken with grapefruit juice.

Special populations

Renal impairment

Tolvaptan is contraindicated in anuric patients. Tolvaptan has not been studied in pa-
tients with severe renal failure. The efficacy and safety in this population is not well
established. Based on the data available, no dose adjustment is required in those with
mild to moderate renal impairment.

Hepatic impairment

No information is available in patients with severe hepatic impairment (Child-Pugh
class C). In these patients dosing has to be managed cautiously and electrolytes and
volume status must be monitored. No dose adjustment is needed in patients with mild or
moderate hepatic impairment (Child-Pugh classes A and B).

FElderly
No dose adjustment is needed in elderly patients.

Paediatric population

The safety and efficacy of tolvaptan in children and adolescents under the age of 18
years have not yet been established. Samsca is not recommended in the paediatric age
group.

Method of administration

Oral use.

Administration preferably in the morning, without regard to meals. Tablets must be
swallowed without chewing with a glass of water.

EHr A 202543 H 26 H
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JINARC

A - 4 8

Tablets: 15 mg, 30 mg, 45 mg, 60 mg, 90 mg

Jinarc is indicated to slow the progression of cyst development and renal insufficiency of
autosomal dominant polycystic kidney disease (ADPKD) in adults with chronic kidney
disease (CKD) stage 1 to 4 at initiation of treatment with evidence of rapidly progressing
disease.

Tolvaptan treatment must be initiated and monitored under the supervision of physi-
cians with expertise in managing ADPKD and a full understanding of the risks of
tolvaptan therapy including hepatic toxicity and monitoring requirements.

Posology

Jinarc is to be administered twice daily in split dose regimens of 45 mg + 15 mg, 60 mg +
30 mg or 90 mg + 30 mg. The morning dose is to be taken at least 30minutes before the
morning meal. The second daily dose can be taken with or without food. According to
these split dose regimens the total daily doses are 60 mg, 90 mg, or 120 mg.

Dose titration

The initial dose is 60 mg tolvaptan per day as a split-dose regimen of 45 mg + 15 mg (45
mg taken upon waking and prior the morning meal and 15 mg taken 8 hours later). The
initial dose is to be titrated upward to a split-dose regimen of 90 mg tolvaptan (60 mg +
30 mg) per day and then to a target split-dose regimen of 120 mg tolvaptan (90 mg + 30
mg) per day, if tolerated, with at least weekly intervals between titrations. Dose titra-
tion has to be performed cautiously to ensure that high doses are not poorly tolerated
through overly rapid up-titration. Patients may down-titrate to lower doses based on
tolerability. Patients have to be maintained on the highest tolerable tolvaptan dose.

The aim of dose titration is to block activity of vasopressin at the renal V2 receptor as
completely and constantly as possible, while maintaining acceptable fluid balance.
Measurements of urine osmolality are recommended to monitor the adequacy of vaso-
pressin inhibition. Periodic monitoring of plasma osmolality or serum sodium (to calcu-
late plasma osmolarity) and/or body weight should be considered to monitor the risk of
dehydration secondary to the aquaretic effects of tolvaptan in case of patient’s insuffi-
cient water intake.

The safety and efficacy of Jinarc in CKD stage 5 have not been explored and therefore
tolvaptan treatment should be discontinued if renal insufficiency progresses to CKD
stage 5.

Therapy must be interrupted if the ability to drink or the accessibility to water is lim-
ited.

Tolvaptan must not be taken with grapefruit juice. Patients must be instructed to drink
sufficient amounts of water or other aqueous fluids.

Dose adjustment for patients taking strong CYP3A inhibitors
In patients taking strong CYP3A inhibitors, tolvaptan doses have to be reduced as fol-
lows:

Tolvaptan daily split-dose Reduced dose (once daily)

90 mg + 30 mg 30 mg (further reduction to 15 mg if 30 mg are not well tol-
erated)

60 mg + 30 mg 30 mg (further reduction to 15 mg if 30 mg are not well tol-
erated)

45 mg+ 15 mg 15 mg

Dose adjustment for patients taking moderate CYP3A inhibitors
In patients taking moderate CYP3A inhibitors, tolvaptan doses have to be reduced as
follows:

Tolvaptan daily split-dose Reduced split-dose
90 mg + 30 mg 45 mg + 15 mg
60 mg + 30 mg 30 mg + 15 mg
45 mg + 15 mg 15 mg + 15 mg

Further reductions have to be considered if patients cannot tolerate the reduced
tolvaptan doses.
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Special populations

Flderly population

Increasing age has no effect on tolvaptan plasma concentrations. Limited data on the
safety and effectiveness of tolvaptan in ADPKD patients aged over 55 are available.

Renal impairment

Tolvaptan is contraindicated in anuric patients.

Dose adjustment is not required in patients with renal impairment.

No clinical trials in subjects with indices of glomerular filtration rate < 10 mL/min or in
patients undergoing dialysis have been conducted. The risk of hepatic damage in pa-
tients with severely reduced renal function (i.e. estimated glomerular filtration rate
[eGFR] < 20) may be increased; these patients should be carefully monitored for hepatic
toxicity. Data for patients in CKD early stage 4 are more limited than for patients in
stage 1, 2 or 3. Limited data are available for patients with CKD late stage 4 (eGFR < 25
mL/min/1.73 m?). No data are available for patients with CKD stage 5. Tolvaptan
treatment should be discontinued if renal insufficiency progresses to CKD stage 5.

Hepatic impairment

In patients with severe hepatic impairment the benefits and risks of treatment with
Jinarc must be evaluated carefully. Patients must be managed carefully and liver en-
zymes must be monitored regularly.

Jinarc i1s contraindicated in patients with elevated liver enzymes and/or signs or symp-
toms of liver injury prior to initiation of treatment that meet the requirements for per-
manent discontinuation of tolvaptan.

No dose adjustment is needed in patients with mild or moderate hepatic impairment
(Child-Pugh classes A and B).

Paediatric population

The safety and efficacy of tolvaptan in children and adolescents has not yet been estab-
lished. No data are available. Tolvaptan is not recommended in the paediatric age
group.

Method of administration
Oral use.
Tablets must be swallowed without chewing and with a glass of water.

B! 20254 4 H 3 H
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K[E ® Prescribing
Information
SAMSCA

(2021 4-4 A 22 H)

8.1 Pregnancy

Risk Summary
Available data with SAMSCA use in pregnant women are insuffi-
cient to determine if there is a drug-associated risk of adverse de-
velopmental outcomes. Tolvaptan did not cause any developmental
toxicity in rats or in rabbits at exposures approximately 2.8 and 0.8
times, respectively, the exposure in congestive heart failure (CHF)
patients at the maximum recommended human dose (MRHD) of 60
mg once daily. However, effects on embryo-fetal development oc-
curred in both species at doses causing significant maternally toxic
doses. In rats, reduced fetal weights and delayed fetal ossification
occurred at 11 times the exposure in CHF patients, based on AUC. In
rabbits, increased abortions, embryo-fetal death, fetal microphthal-
mia, open eyelids, cleft palate, brachymelia and skeletal malfor-
mations occurred at approximately 1.6 times the exposure in CHF
patients (see Data).
The estimated background risk of major birth defects and miscar-
riage for the indicated population is unknown. All pregnancies have
a background risk of birth defect, loss, or other adverse outcomes.
The estimated background risk of major birth defects and miscar-
riage in the U.S. general population is 2 to 4% and 15 to 20% of
clinically recognized pregnancies, respectively.

Data
Animal Data
Oral administration of tolvaptan during the period of organogenesis
in Sprague-Dawley rats produced no evidence of teratogenesis at
doses up to 100 mg/kg/day. Delayed ossification was seen at 1000
mg/kg, which is approximately 11 times the exposure in CHF pa-
tients at the MRHD of 60 mg (AUCz4n 10271ng*h/mL). The fetal ef-
fects are likely secondary to maternal toxicity (decreased food intake
and low body weights). In a prenatal and postnatal study in rats,
tolvaptan had no effect on physical development, reflex function,
learning ability or reproductive performance at doses up to 1000
mg/kg/day (11 times the exposure in CHF patients at the MRHD of
60 mg).
In rabbits, teratogenicity (microphthalmia, embryo-fetal mortality,
cleft palate, brachymelia and skeletal malformations) was observed
in rabbits at 1000 mg/kg (approximately 1.6 times the exposure in
CHF patients at the MRHD of 60 mg dose). This dose also caused
maternal toxicity (lower body weight gains and food consumption).

8.2 Lactation

Risk Summary
There are no data on the presence of tolvaptan or its metabolites in
human milk, the effects on the breastfed infant, or the effects on
milk production. Tolvaptan is present in rat milk (see Data). When a
drug is present in animal milk, it is possible that the drug will be
present in human milk, but relative levels may vary (see Data). Be-
cause of the potential for serious adverse reactions, including elec-
trolyte abnormalities (e.g., hypernatremia), hypotension, and vol-
ume depletion in breastfed infants, advise women not to breastfeed
during treatment with SAMSCA.

Data
In lactating rats administered radiolabeled tolvaptan, lacteal radio-
activity concentrations reached the highest level at 8 hours after
administration and then decreased gradually with time with a
half-life of 27.3 hours. The level of activity in milk ranged from 1.5-
to 15.8-fold those in maternal blood over a period of 72 hours
post-dose. Increased perinatal death and decreased body weight of
the offspring were observed during the lactation period and after
weaning at approximately 11 times the exposure in CHF patients at
the MRHD of 60 mg.
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JYNARQUE

8.1 Pregnancy

Risk Summary
Available data with JYNARQUE use in pregnant women are insuf-
ficient to determine if there is a drug associated risk of adverse de-
velopmental outcomes. In embryo-fetal development studies, preg-
nant rats and rabbits received oral tolvaptan during organogenesis.
At maternally non-toxic doses, tolvaptan did not cause any devel-
opmental toxicity in rats or in rabbits at exposures approximately 4-
and 1-times, respectively, the human exposure at the maximum
recommended human dose (MRHD) of 90/30 mg. However, effects on
embryo-fetal development occurred in both species at maternally
toxic doses. In rats, reduced fetal weights and delayed fetal ossifica-
tion occurred at 17-times the human exposure. In rabbits, increased
abortions, embryo-fetal death, fetal microphthalmia, open eyelids,
cleft palate, brachymelia and skeletal malformations occurred at
approximately 3-times the human exposure (see Data). Advise
pregnant women of the potential risk to the fetus.
The estimated background risk of major birth defects and miscar-
riage for the indicated population is unknown. All pregnancies have
a background risk of birth defect, loss, or other adverse outcomes.
The estimated background risk of major birth defects and miscar-
riage in the U.S. general population is 2 to 4% and 15 to 20% of
clinically recognized pregnancies, respectively.

Data
Animal Data
Oral administration of tolvaptan during the period of organogenesis
in Sprague-Dawley rats produced no evidence of teratogenesis at
doses up to 100 mg/kg/day. Lower body weights and delayed ossifi-
cation were seen at 1000 mg/kg, which is approximately 17-times the
exposure in humans at the 90/30 mg dose (AUC24n 6570 h ng/mL).
The fetal effects are likely secondary to maternal toxicity (decreased
food intake and low body weights). In a prenatal and postnatal study
in rats, tolvaptan had no effect on physical development, reflex
function, learning ability or reproductive performance at doses up to
1000 mg/kg/day.
In New Zealand White rabbits, placental transfer was demonstrated
with Cmax values in the yolk sac fluid approximating 22.7% of the
value in maternal rabbit serum. In embryo-fetal studies, teratogen-
icity (microphthalmia, embryo-fetal mortality, cleft palate,
brachymelia and fused phalanx) was evident in rabbits at 1000
mg/kg (approximately 3 times the exposure at the 90/30 mg dose).
Body weights and food consumption were lower in dams at all doses,
equivalent to 0.6 to 3- times the human exposure at the 90/30 mg
dose.

8.2 Lactation

Risk Summary
There are no data on the presence of tolvaptan in human milk, the
effects on the breastfed infant, or the effects on milk production.
Tolvaptan is present in rat milk. When a drug is present in animal
milk, it is possible that the drug will be present in human milk, but
relative levels may vary (see Data). Because of the potential for se-
rious adverse reactions, including liver toxicity, electrolyte abnor-
malities (e.g., hypernatremia), hypotension, and volume depletion in
breastfed infants, advise women not to breastfeed during treatment
with JYNARQUE.

Data
In lactating rats administration of radiolabeled tolvaptan, lacteal
radioactivity concentrations reached the highest level at 8 hours af-
ter administration and then decreased gradually with time with a
half-life of 27.3 hours. The level of activity in milk ranged from 1.5-
to 15.8-fold those in blood over the period of 72 hours post-dose. In a
prenatal and postnatal study in rats, maternal toxicity was noted at
100 mg/kg/day or higher (> 4.4 times the human exposure at the
90/30 mg dose). Increased perinatal death and decreased body
weight of the offspring were observed during the lactation period and
after weaning at approximately 17.3 times the human exposure at
the 90/30 mg dose.
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SAMSCA

Pregnancy
There are no or limited amount of data from the use of tolvaptan in
pregnant women. Studies in animals have shown reproductive tox-
icity. The potential risk for humans is unknown. Samsca is contra-
indicated during pregnancy. Women of childbearing potential have
to use effective contraception during tolvaptan treatment.

Breast-feeding
It is unknown whether tolvaptan is excreted in human milk.
Available pharmacodynamic/toxicological data in animals have
shown excretion of tolvaptan in breast milk. The potential risk for
humans i1s unknown. Samsca 1is contraindicated during
breast-feeding.

Fertility
Studies in animals showed effects on fertility. The potential risk for
humans is unknown.

JINARC

Pregnancy
There are no or limited amount of data from the use of tolvaptan in
pregnant women. Studies in animals have shown reproductive tox-
icity. Jinarc is not recommended in women of childbearing potential
not using contraception.
Jinarc is contraindicated during pregnancy.

Breast-feeding
It is unknown whether tolvaptan is excreted in human breast milk.
Studies in rats have shown excretion of tolvaptan in milk. A risk for
the newborns/infants cannot be excluded. Jinarc is contraindicated
during breast-feeding.

Fertility
Studies in animals showed effects on fertility. The potential risk for
humans is unknown.

F—=AKNZ VT D
Product

Information

SAMSCA
(2021 43 A 26 H)

SAMSCA
Use in pregnancy
Category D
There are no adequate and well controlled studies of SAMSCA use in
pregnant women. SAMSCA should not be used during pregnancy
unless the potential benefit clearly justifies the potential risk to the
fetus.
Tolvaptan and/or its metabolites were shown to cross the placenta in
rats and rabbits. In rats treated with tolvaptan during organogene-
sis, reduced fetal weights and delayed fetal ossification occurred at
an oral dose of 1000 mg/kg/day (yielding 12-times the clinical AUC at
the MHRD. In rabbits, there were abortions at oral doses >300
mg/kg/day & 0.8-times the clinical AUC at the MRHD). At 1000
mg/kg/day (about 5-times the clinical AUC at the MRHD), there
were increased rates of embryo-fetal death, fetal microphthalmia,
open eyelids, cleft palate, brachymelia and skeletal malformations.
These adverse effects on embryofetal development were observed in
conjunction with maternal toxicity (reduced maternal body weight
gain and food consumption) although a direct effect of the drug
cannot be excluded.
The effect of SAMSCA on labour and delivery in humans is un-
known.
Use in lactation
It is not known whether tolvaptan is excreted into human milk.
Studies in rats have shown excretion of tolvaptan and/or its metab-
olites in breast milk at high levels. Breast feeding should be discon-
tinued when receiving tolvaptan.
<BE  pEOME>
Category D
Drugs which have caused, are suspected to have caused or may be
expected to cause, an increased incidence of human fetal malfor-
mations or irreversible damage. These drugs may also have ad-
verse pharmacological effects. Accompanying texts should be con-
sulted for further details.

—120—



[ XIL. &%k |

JINARC
(2022 #£ 12 H 13 H)

KI[E > Prescribing
Information
SAMSCA
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JINARC

Use in pregnancy (Category D)
Tolvaptan and/or it’s metabolites were shown to cross the placent in
rats and rabbits.
In rats treated with tolvaptan during organogenesis reduced fetal
weights and delayed fetal ossification occurred at an oral dose of
1000 mg/kg/day (yielding 17-times the clinical AUC at the MRHD).
Teratogenicity was noted in rabbits given 1000 mg/kg/day (7.5 times
the exposure from the 120 mg/day human dose on an AUC basis).
The effects were increased rates of emryo-fetal death, fetal mi-
crophthalmia, open eyelids, cleft palate, brachymelia and skeletal
malformations. These adverse effects on embryofetal development
were observed in conjuction with maternal toxicity (reduced mater-
nal body weight gain and food consumption) although a direct effect
of the drug cannot be excluded.
No teratogenic effects were seen in rabbits at 300 mg/kg/day (about
1.25 to 2.65 times the exposure in humans at the 120 mg/day dose,
based on AUC). However, increasing the dose from 300 mg/kg/day to
1000 mg/kg/day increased abortions from 1/17 to 5/18 animals.
There are no adequate data from the use of tolvaptan in pregnant
women. The potential risk for humans is unknown.
Women of childbearing potential must use adequate contraceptive
measures during Jinarc use. Jinarc must not be used during preg-
nancy

Use in lactation
It is unknown whether tolvaptan is excreted in human breast milk.
Studies in rats have shown excretion of tolvaptan in milk.
The potential risk for humans is unknown. Jinarc is contraindicated
during breastfeeding.

<BE : SEOME>

Category D
Drugs which have caused, are suspected to have caused or may be
expected to cause, an increased incidence of human fetal malfor-
mations or irreversible damage. These drugs may also have adverse
pharmacological effects. Accompanying texts should be consulted for
further details.

SAMSCA

8.4 Pediatric Use
Safety and effectiveness of SAMSCA in pediatric patients have not
been established.

JINARC

8.4 Pediatric Use
Safety and effectiveness of JYNARQUE in pediatric patients have
not been established.

K> SPC
SAMSCA
(202543 H 26 H)

JINARC
(202544 A 3 H)

SAMSCA

4.2 Posology and method of administration

Special populations

Paediatric population
The safety and efficacy of tolvaptan in children and adolescents un-
der the age of 18 years have not yet been established. Samsca is not
recommended in the paediatric age group.

JINARC

4.2 Posology and method of administration

Special populations

Paediatric population
The safety and efficacy of tolvaptan in children and adolescents has
not yet been established. No data are available. Tolvaptan is not
recommended in the paediatric age group.
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