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U'FIGARO-DKD #5#17530) DORARIZEE S XMl S 7, Wiathi TiX. ACEFLEI K X IXARB
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HOBRFEZRLS, | EBRELTL,

2. MEEXIIHRICEHET HFE

5. ShEEX I RICEET 5T E

51 T UUHT UV BRI ER LT U F T v v IS SRR X A IR S 7
WA EBRE . IO OEANELG SN TV A BEICEE T2 &,

5.2 AFIFHIZ L VeGFR MEFT 52 0B 52 Eovh, eGFR A325mL/min/1.73m2A D H
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§17530) OFIKFHMIEE OBEEGT Y KARA > MZBW T, AFOT 7 ERITKHT 5N
P— RN 1E EE o7, BEBROER & 7 o I SREM & ST HARAN TIEAF OB AR~
DOHERAMFID AT ATREMER B 5, [17.1.1, 17.1.2 B[R]
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AHN G %EHIZeGFROIK F RO L2 &, LT 6 OiRERIZeGFR 25mL/min/1.73m?2
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eGFR72360mL/min/1.73m2A3# : 10mg2 bR G- ZE L, miEs U v AMil, eGFRIZIS U T,
F5-BiED & 4l % A B 2 1220mg~ & T 5,

Q) AZERUVRAEDHRTERE - RHL
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20mgZ1H1[A90 H 4% 5- L., FEAZER K OREM%EE2RE Uiz, TOREE, ZEMhE
HTh 2 IBBRER 5590 H % DUACRDN— R T A b DO bIL, KEOHBEFIIET
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BIF Thol-MN., AA20mgEEIcB T, BEHET LTI VREZZ L. o eGFRM
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ROz EEGEH THHBEHEE= Y FiA > b (FIDELIO-DKD) KOVLMEHEA
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EAN 15171 HARANBERER A BN |PK. Z4 fER L, HE UFD3AT v 7 CHEEGH%,
% 1A 364 P, BEME, B, 77 R 10 A MIEER O
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B PK, K |— FT7ER-B | 400mg, 7T AR EZEERHE
2 xR, 48R4l | AR DG
2 A A ——
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BEEH
i éﬁ;ﬁf WG BEPNK | RBER | KB P -
5 | 16535 SME RN B | 28— hA SN—RAHEER. | S bMA T oLy (R
14 « 73— hA : 12/ PK. %4 R bR, FHEWF | 0.25. 0.5, 1mg (5. 10,
- X— 1B : 156 PE, BREME | 20mL) % 22 R BRI -
X— B : N— B ®{EE | X—FB: 74XV bmghZEE
MoettIBA, | b, FEEM. 2E2 | FFHEROES, 7o xL /v (1
etk 2| Wy aAd—— | 5 1mg (20mL) % Z2igrzE (]
Ak FRRNEE -
sk | 13782 SAE AR A | PR, %74 mERL, BHE 7431, 2.5, 5, 10,
% 14 4515 P, BHE . 77 eRx%t 20. 40mg (PEG#AI) X375
. PD HLORERICEL | 2R (PEGIGH) % Zeigms Rl
Bl CRE L]
#Esh | 13784 SME AARER RN | FERERY fERL, FEE 7 4%/ 10mg (PEGIEH]) .
% 14 1561 BA, &4 i, 4FE4il7 = X | 10mg. 80mg (10mgX8) % ZZfE
DEE ' | A== e, 10mgZ @l - mhe Y —R&
etE, AR A a1 -
P
s 13785 PANESPIN 95 2T PK., &% R— NA RS | X—FALUF®O3AT v 7 TI0R
%148 « 73— RA : 394 PE, AR b, B, 77 | M&ROEs
« /8~ 1B : 86 £, PD AR, BRI | - 74 XL 10mg T T T AR
B, R Z1A2[E (FE10RIX1A 1)
R—1+B:¥HEE - 74 %L /7 >20mg (10mg X2
i, FExHR BE) XTI REZ1IA2E (GE
10 H X1 H 1[8)
- 7 4% L/ 40mg (10mgX 4
88) Xx7 7R %EZ1H1MA
SN—=FB: 74 XL/ 20mg
(10mg X 28#) A1H2[E (10
HiZ1H1E) 10H Rk n#5
(BE—1HIZHA, F2R V10
HIZI ZY T LEET.5mg% Bl
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ok | 14502 SAENBERER A BE | N—FA SR—FA:BEES | S—MA: 7 4 XL v 10mg (R
%14 - 28— LA : 8f FIXTBIBA, | b, FEEM, 2#E2 | &) XX10mg (BE) % ZeiEREHE]
- 2~ B : 44 et B | rartd—r— | Roks
A %= F’B: FEME(E | =B [4Cl7 L v
,*— B b, IFER 10mg (3.1MBq) (Rig#lé L
R, BE CsmL) A ZfEREHLENRE 1 4% 5
ittt &
FUR, K
etk AR
PE
4k | 15526 PANESPN 9= 2T FH) EIERG, HE 743V /1.25mg, 5bmg
% 1HH 1241 BA, &#4& | W, 3#3#lrm 2 | (1.26mgX48E) . 10mg% 2=
L B IR HE A0 1 e -
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mo| PR e mnpm | stmAm | smovias At - TR
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% 1HH 25451 tepitE, % | B, FERTHE. BEES | 7.5, 10mgZ ZEfgREHAAlRE M 5
et AR | M e At ——
P
S | 16536 SME AR A B | PROAE | ®iEAL. S 7 4%V /7 10mg, 20mg% Z2jE
% 1 4H 185 ERUITEN . 3EE3llZ v R | By, 20mgZx EfiEN - @ U —
PRIz &IE Fr—r— BBICHFAR ORS
TRFEOE
EN o
P, AR
#ESL | 14508 SAE AR A B & | PRICKIT | EEA(L, BE 74X/ 10mg T T T R
% 148 (ki K OV Ry ) THEEBED | . 77 'R% % ZE IR HL AR 1 e -
48151 MR DF WA BRI b
N
P, AR
HESL | 14509 SEANEHREEE | PK. 74 FEMAEZ L, FEXE | 74 R b/ v 10mgH ZEAGIRFHA]
% 1H FR MR A B 2 |, AR TR, FEEmR, BEM | BOks
3345l M., PD IEEINE
#E4h | 14510 SME AR REREE R | PK, 72 FEMAE 2 L, FEXE | 7 4 R L v Bmgh 22 IREHL A%
% 1H FROMERERA S 4 | . AFME | B, EEHR. M | 05
274 IECINE it
S | 15528 HEARRERABMY | PK. 74 |AEAL, EE | LFD3ODAT v P CIERE
% 14 3641 P, AR | B TR [E#% H 45
B OBEREEES, B | - 7o R L 1.26mg T T &
I n
T 4R/ 10mg LT TR
7 4% L/ >40mg (10mg X 4
) 37 IR
HEsh | 16537 [ A R Bk PK., &% | B{EAL, BHE 7 4 F 1/ 10mg, 20mg i
%148 2415 M, AR | B 7T AR 75 &R & ZE R B AR O
TR, WEATRER %, 18159 A MKER O
5 | 14506 SME R B | PR, Z4 | EiFAlk. FE cABE T4 xRV U 10mgE ZEE
%5 1 4H 114 P, AR Fr. SBESHlZ vz | WEHEREOHRS
M. PD F—— *BRf : A AT TV —/140mgl A 1
(FATZ M, 4AHE&EE%, BRHICAAS
%m;%ﬂ;g 5 — L 40mg + 2RI 1T 7 ¢
*ﬁéﬁﬁ) F U/ 10mg % Z2 5 R H IR 0

Eitasn

- CRE @ F2{LAL - KER{EMghid & %
ER10mL+E&ZIZT 4 L)
10mg % ZERERE RN 1§ 5




V. BEICEI SIRE

mo| PR e mnpm | stmAm | smovias PR + At
Gz
#Egh | 14504 SHE R A B | PK, Z4 miEmk, 5 < ARE 741 L 1.26megE ZE MR
55140 154 P, B W, 2BE2HIz b | RpHEIRE O R G
PE. PD TN “Bif: =U An<A 3 2500mg 1
(G = H3[F, 4HM&EH5%, BHIZ=
R J2Am<A 3 500mg+ 7 4 %
%ﬁﬂﬁz L/ 2 1.25mg % 22 I H 1% 1
5
EFL 116910 P4NESPN R e T PK. &% IFEEMR, EEIEF | E1 7 o1V v 5mgh Z%ENE
%1+ 13 Ve, AN | EE RFHL[ElRE O % 5
(753 Holl  NT NI EE-3HIC
;,I;}%)MHE 120mg, #-2~1H|2240mg# 1
HlElES L, FHFIADORT I )L
BE6FFMZIZT 4 R/ bmg
% ZE G IR B A% O 2 -
ESL 115112 SAEABERER A BYE | PR, 24tk | BEAL, IS CABE: 7RV U 10mgE %ENE
HI1HA 164 ¥l TR, 2B v A i A [0 1 e -
(FLT 4 | i < B F A7 47 B Y1600mgl
ahdids A2, 4FMEEH%, BA IS
gﬁfﬁ AT 478 P 600mg+ 1%
IZ7 4 2V 2 10mg% ZE R HL
mIRE OGS L, TIZED9.5HFH
%I L7 47 1P 600mgE
b
s 15111 SMEABERERR A BE | PR, 22, | BEAL, kS < ARE S F YT AT.5megk ZEfE
5 1A 3041 Py . 2fEM s 1 2 B[R 5
(REYT | e «BRf: 74 %L/ 2 20mgl H1[H9
L L OME A% G%, BHICT 4 XL/
fEm) »20mg+ I XY T AT7.5mgk %8
JEIR LRI O 35 -
st | 16541 SMENRERERR AN B | PR, %24 | E{ERL. FEE CARE: L7 U = RO5mgH 29l
1 28l P A& | . SEESHIZ mx | RRHERR OB
. PD A «B#E: 7 4 X1/ 2 20mg+ L%
(L7 7'V = REE0.5mg % 22 i F HA A%
=& DtH M4 5.
HARR) < CHE: 7 4% L/ > 20mg+ 3
BT LT U = R0.5mg % Z2
BRI O -
HESL | 14503 SME AR N | PR, %242 | EiERk, ZHE | 1 F-210cuArT s U v
% 1AH H1H - 324 PE, AR . 77 vRx%t 25mg % HEIRE O x5
28« 2441 Pk, PD ML 2 2y v 2 | ol GBI RAAMED & - T2)E
(DT 7 | i Bl) 74 %L 20mg LT T
;{E;)@*ﬁ R A1A1E, 6A/+H3A Iy
A7 7 U 25mgh HiAlRE O #5.)




V. BEICEI SIRE

po| PRES e pam | smAn | mmEece R - R
Gz
HEsh | 14505 AENERERA B | PR, %4 | EER. EBE2 AR (EEHES) 7o xL )
% 148 2415 M, BEME | b, BUEEE > 20mg % B[R 1 & 5
(PIx | Gapeoomams | - BREKOCEE (717 A4 — 38—
CEDME | g s W) - U =% 3 0375mg 1 A
o) 1E14 A ML, gy axy
>0.375mg 1 H 1[5, 14 H [+
FS5HHA LV 7 41/ 20mgl
H1[E10 HRE&E &5
S 13786 SAENEERER A B | 7 Rea | WB{EAL, BHE 7V Rua a)F Y 0.5megik 520
% 1AH 674 NF o |, TR B | M%RICT sk (LT ObRE
5% ONaf] | PR, S#Es3Hly | ATy Tonthy) [ Ik
RIEFIC K | v 24 —n— I |R, =7 L L 50mgk HlE# O
IR | ATRER MR 5
PK., &4 - PEGI&AI20mg
P, B - PEGI#10mg
- PEGi&AI5mg
- 10mghE28E

- PEG#4#2.5mg

Al: 7V3I=0h, BA: "M FAT_AFEYF 1, Mg: <27 %A, Na:F U wAa, PD: A%, PEG: &
VoF L7y a—L, PK: #ydEhhe

1) ARNIOAGE S NI IER O,

GEg, A7 o2/ ELTUTORER 1B 1EREOEET S,

eGFR 7 60mL/min/1.73m2 Ll I : 20mg. eGFR 7% 60mL/min/1.73m?2 K : 10mg 7 H&EZBB L, MiEL U v A
fii. eGFRIZIE LU T, &GRS 4 B Z H 72 20mg ~HET 5, | ThD,




V. BEICEI SIRE

(2) B

BIRE B ER

1) AEMHER (ENE 188  5ER15171)

AARNIERERL N B 1E3661 (KRB A xfG L LImHE R OKEERGRBICB T, 7 1 %
L/ 2 10mg¥i320mg&#1H2[A (72720, B1ILO10H IX1E]) | HDHNT40mg T~ T &
AELALE, I0HBMEROES L&, BER (BBRELBEHEOH LI HFEEFSR) X
10/36451 (28%) 13D S, HER]TIZ10mgl H2[ET1/9%1 (11%) . 20mgl H2[HT2/9
B (22%) . 40mgl H 1[0 CT4/9%1 (44%) . 7 7R T3/9%] (383%) TH-o7-, \WTihb
R CRBRE T % Tl L7, 1RO G IEICE > T2GWERIZ T 7 v REETLH] (7
W) ThH ., EERBIEAKUECHITRD bR T,

2) BEREHDT MY LRRER GEAT—4 - HER13786) ¥

S E NAERERR N B 6 THI % %1512, MRIEBIE TH 5 7 /L K u 2 F Y 2 0.5mg % AR O
WHBIZT7 4%V 25~20mg/H &2 &G L&+ M) v ARRIEAEZ, =7 L1/
V50mg & HgREt Lz, 7 4 x L/ %2~ 100FHE DR Hlog10 (10xNa/K) I3H &Ik
fFLC#EmL, T M) U AFIRIEAZR L, ZOERIZ=T L L v ERBEEL T, 74 %
L/ »20mg/H T <. 10mg/H CRIE TH - 7=,

—F. T4x L RO T UL i, fE, DB L R A LR . (gL =
T, M7V RATaY) [CREET, IR EORETRE, RTZ LT =0,
VTR T LN T DREICEERINCERO B 5B I Lo T,

AR TR L B0 B 5 HE %%i&%}@%m FOWNRIZT T v R EHTUE (F
EPEDEW) | TR UEGH T3 (FR2ELNEITY) k=T L L 5% T
A (FHi2fE, ZITE. M7 L7 F ok ARFF—BHM) Thorz,

3)QT - QTcFFflizHER (SMEAT—% - BXB&15113) ¥

ﬁ

AE AR 6061 (5 2%43061) XI5z, 7 4 b/ U RQTe L UNMAEIZ T3 %8
Rt L7c, 7431V /2 20mg, 80mg, T EARAEZEERFCHRBROREG Lz L X
QTcFDOR—R2F A Uinb DBV ED T T REE L DED SHEEM (B ZFFH) 1
KN 7 4 %L /) 2 20mg TH5-6HF# % D 1.17Tmsec (S 1195%CI_EFRfE : 3.00msec) .
80mg TH 54557t D 1. 58msec (F1195%CI LRAHE : 3.48msec) TH Y . W h LA
Wi (5541500 ~2H) (281 595%CIo LEIRIZEEE (10msec) % FlEIV., 7 4 xL /v
2MHMm@$@ﬁD&5KiéQ%ﬁ@@ﬁEu%éh&#oto~ﬁ\%%ﬁ%kbt
EX LT RFH U UHGRHEOR—RAT A UNEOBILBEO T TR OZEO SHEEME (5
INT I X, B 1~6RE% F TORTORHER A THI95%CIO FIREA 5msecZ it
Z Tz,

1) AANOAGE SV BBESUTNRIT T2 BURERIS 2 B 0F T D@ IEEIR 7272 L, R RIS iETT

FOBEZRS, | THY, ABINTHELEOCHET @Y, RAZE 712/ ELTUTOHE
1 H1EROEST 5, eGFR 7 60mL/min/1.73m?2 Ll E : 20mg, eGFR 7% 60mL/min/1.73m?2 A :
10mg 22bEEZBM L, MiEL U U AE, eGFR IZ)G U T, #5615 4 BRHH% % B %I 20mg ~1Y
#8935, | ThHo,
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Q) AERIGIRRAER
@i E THEHER (GKBR16243/ARTS-DN) % (EHT—4)

H i}

RUBEIRI & A DERIRIERIE RS 2 RIS, 7oL v EERE LI L&
DAIER O Z 2T 5,

WRERT I 1

ZhiaxLF, HERE, 77 AR “EHER, T T T 7TV A 0 WAT
FEME R (SRR : 23 » [E] 1485

*f £

ACERHLEFE UIARBIC L D AEUEIG I & 52T T D 2BUBE RIS & 45 9~ 2 B PRSI BE
HE 82141

TR L YE

- ITFOREAEE 1oL Bii7- 97185 LA Lo 2B b R B ;
R OHERIBIBIEIE A > 2 U TR | 22 18 I 1 E 5 23 7.0mmol/L
(126mg/dL) UL EOBERERESH Y, 07 K oEasiREsR (OGTT) o2WF#%
MFEAE 2311, 1mmol/L. (200mg/dL) LA EDOREFEESDH 0 | A KB HbAle A3
6.5%LL X DB RS v
- BAKBEREF KL OA Y U —= 0 TRBERFIZLLT O FEAED NI & il 72 T FER I
PERE B
- FRRPEOBEMET VT X IR [RENE — RO 3SHIK T 28K DUACR > 300mg/g
( 33.9mg/mmol ) LL Lk ] | » 2 eGFR 2% 30mL/min/1.73m? L L
90mL/min/1.73m2Aif
- FREOMET VT I VR TR RO 3K 21{£ DUACRZ 30mg/g
Pl 300mg/g At (3.4mg/mmollk F33.9mg/mmol &) 1 . 2> 2eGFRA
30mL/min/1.73m2LL_E90mI/min/1.73m2A i
- ARHELE B L EOACERRLE R L IZARBSH 5 VM TF DWW 533 % AU L5 &
e A7V —=2 7Bk m e iun— o Rk - HES 4B EEF X
TR, 728, eGFR2A30~45mL/min/1.73m2DBHFIIA Y ) —= Tk
BElE L CIED U o AERFERIRIEDN R G- S, 2 OME - AES4EMLL B
HER Ty
» BAKBERF M A 7 ) — = ZORBERF O MG S VU U LME34.8mEg/LEL T

T rn RSN I UE

- IEREIRISMER R (M CRERR)

- EERPRWICE & 72 2 W {APE R BRI ZE  (7T5%0)

e WACKERERE T A 7 ) — = 7 REERF O HbALe 2N 12%

- BAOKPERE XIE A 7 U — = ZoRBERE (R —R) OUACR73,000mg/g

(339mg/mmol)

- A SKBERE O JEALSBP2Y180mmHg PL | XA DBP2Y110mmHgEL |, & 5
Wi A 7 ) — = J kB e o A7 SBP A 160mmHg LA X 1% A7 DBP 73
100mmHgPA E o & i+

- KBRS (NYHARBSRED I ~IVEE) 2 AT A EBREEOE T L7
AR

- EOASEBERT30 H R O AE 1 —iE MM 1 S A S e R O R IE . T
REEIZ L B ABE, BEAREERI6» AW OAMEE R T 2. D5V
BB 18BN OB B T &% &)

+ Child-Pugh%y#B )% C D ATt RERE %

s TV IRBRE

- Ly, AR T by, L=UAERXIH Y U AREEERRIED
B 5

- BHAETEF YU FAEE (500mg/ HAR) XUXZEOMDIEAT o A R EE
T FR OfkfE -

- FRVCYP3A4PLEA SULFHEEH], 5D WXV CYP2CSILER D5 (ME(E2
BT RIT B L)

B ik

ﬁ%%%&xﬁp%V//1% 2.5, 5. 7.5, 10, 15, 20mg (7TH&) Xix7 7
(CIEAEL BT, EREN1LE RIS, 9OH MR D& 5 LT,
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[HBRFY1V]
714%xL/>20mg 1 81E8#&5 (1206)*) >
74%L /> 15mg 18 1E8#&S5 (1256) >
74%L/>10mg 1 B 1ER5 (98#)
7Z4xL/>7.5mg - 181ER5 (98#)%)
74%L/>5mg 18 1E%5 (1004)
1L />2.5mg 1 B 1E3&5 (926))
ACEEZERIZ 74 />1.25mg 18 185 (96 )
ARBIZED =
EEARERITLS A
2RBMERERTD S N
BRAEEESE B O e >
. F5t£ 181855 (946
FARR  AVU-=2F ~-254> 308128 608+28 908+28 EHEERT

FHBRT)
ARER SR
(Clol=10)) (

¥ 0 BEIBNIIRBRIENE G ST, BT RN SR S
AHREBRPHAEHEIL, 7 4 %X L 7 2 1.25~10mg X% 7 T & R D 6 FE I MR 24 BT
L., 7T—FE=X VI REENINEOHEOLEMR OCEREME %2 Mk,
T 4RV 15 X0E20mg BN LTz, ORI TRICEHEO BHEE N
Vi3 5 X o EAERRIF T 2508 L,

BB G P OGS VU LMER LT OWT gz Lcha . 1RREO

BHEfIE L

- A A B S TR R S M R R AR B THIE L 72 i U U A E Y 5.6~
6.0mEq/LC, 48F¢ILAIN O FHHIEEA5.6mEq/LLL E

- PR AR AR CRIE L7 iig o U v AMEAN6.0mEq/LAE,  {R%R 32 fi = it RS TRl
ELZMmiED Y v AMENRS.6mEq/LLL_E

- VRBR NG R B CIE L 72 fig s U v A 236.0mEq/Li

FF Ml OH | @ ARhMEFERHMEE A
BEHEIORIZBITDUACRDOR—A T A »ink DAL

® VLM E A
BEFERR, MIEH Y U LMHE %

fig M 5| e AxhEFERHEE A
HAERE, A7V —=V WO T7T VT I VRK Sy, HUIRZBRIA L L, N—X
74 R OUACRZ 28 & L7238t (ANCOVA) Z VT 55590
AIZB T HDUACRON—R T A AMEICKT 5 o Sl (e 3 F2MH)
EZOMMIO%NCIZF I L, FIREZHAWTT 4 XL/ O HEKRGN (B
P ARRETL7e (R EKYE @ F{1]0.05) .
HERAERGEENRENTZEE, F—DANCOVA 5 V&L, 7 1 %
L v OEAERDDIBICHREZ AW TT 72 R L LT 2 BRI E & %
fi L7- (A E/KYE - RA{110.05) .

® A MERAM I H
BT OREMEOFAMNLE BILFLR AT ER LTz,

® ki G AR
HhME R H ONTIZFAS % | ZeMEOMNTIZSAF x5 & LT,
SAF : BIEREI T S, BRELRE INIEETOREAE,
FAS : SAFD 5 5, X=X T4V KON—R T A % OUACRIAIEMAE 5 1L
ETOEE

eGFR !X CKD-EPI (Chronic Kidney Disease Epidemiology Collaboration) =iZ & 2 THIlME % FHu 7z,

(#58])

BB
M FERHMIE R 2BV T, BEHIOH DUACRIZIR—AT A U743 ) OfHE
KAFAITAR T L7z (p<0.0001 | #RIEMEICBEITA2FRE) . 74XV VEHERE T IE
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AEELE O TIL, mHE4E (7.5mg. 10mg. 15mghk (*20mg) T, ABEZRIKTNRED 5
niz (41 p=0.0039. p=0.0009. p<0.0001% Fp<0.0001, tE) .

F90BIZHE T HIARDA—R S 14 U bDEIE (FAS)

#tt 1 p<0.0001 (Fi&2E)

30
lE_ - 1.0 4
53
I g 09 1
8 e p=0.0039*
ADS p=0.0009*
g ?\ 08 4
% i p<0.0001*
I o074
Z ¥ p<0.0001*
S &
:f 06 1
-
fig BN FF5E +90%CI
05 T T T T T T T
TS5ERE 1.25 25 75 10 15 20
71k /8 (mg/H)
kvs 7T EREE tRE
N S A
. VA .
ERa-xitd (n7=94) 1.25mg | 2.5mg 5mg 7.5mg 10mg 15mg 20mg pfiE®
n=96) | 1=92) | (n=98) | (n=96) | n=96) | n=123) | (n=117)
N—2Z 1| 0.938 | 0.869 0.890 0.824 0.739 0.708 0.630 0.585
L DY (0.829- | (0.772- | (0.786- | (0.730- | (0.653- | (0.627- | (0.563- (0.523- | p<0.0001
(90% CI) 1.061) | 0.979) | 1.009) 0.929) 0.835) 0.800) 0.705) 0.654)
75 & R Bt 0.878 0.787 0.755 0.671 0.624
L DY 0.926 0.949 (0.758- | (0.680- | (0.651- | (0.584- (0.542-
(90% CI) 1.017) 0.912) 0.875) 0.772) 0.718)
pfi 0.0723 | 0.0039 | 0.0009 | <0.0001| <0.0001

a) FRIE (74 %L/ v RIS 28081E)

b) SHEEME (&G, 227 ) —=2TWREOT VT I VRK RO Z ERHIN -, N—ZF A D UACR %

Hg5& L L7z ANCOVA IZ L 5/
c) tBRE (vs 77t ARE)

| Ee ks

FVHfiE)

Bl1ER
BIWERIZZ 0 2L U BERETUT27H] (9.8%) . 77 BAREE12/9401 (12.8%) IZF8H Bl
7o 74V CHERERITIE, 1.25mghE10/9661 (10.4%) . 2.5mghf12/92%1 (13.0%) .
5mghE8/100%] (8.0%) . 7.5mght6/976] (6.2%) . 10mghE8/98%1 (8.2%) . 15mght
12/125%1 (9.6%) . 20mght15/119%1 (12.6%) Th-o7-, EFGH (7 4 3L ) U FRERE
LT ZAREE) X, @AY U AMIENIF (1.2%) K O0HB], SKRERIK A =R 2374
(1.0%) KO (1.1%) . s L7 F=o8maes] (0.8%) MO1H (1.1%) TH-o
72
EELRBEMRIL., 7403 UERGEIE (1.5%) . 772 REELH (1.1%) _w&)%hto
FRFELRT, 743XV UEETIEED U U AMAENTE], Ml U o LB 45, BkEE
ERIB], 7T BRI MAERN A 2316 T - 7=,
BB OBEEHRILICE ST AFEFRIL, 7403V 2 UHE31H (4.3%) . 77 A3
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(3.2%) IZRO BN, ERESR (T4 3LV ) U EEHEERTITERE) 1. 50U 7 A
MIENTH (1.0%) K OOF ., fh Y o 82556 (0.7%) KOOI T - 72, 1EERIEL
ﬁqj@lflftfiﬂ ﬂ‘h&)%ﬂfcﬁﬁ)ofi—o

mEHY D LEDEL

MigEH Vo AMEOEEFEIOHIZEITDX—AT A b0 E (FHEESD) X, 77

T ARRET—0.004+0.44mEq/LL, 7 4 * L/ > 1.25mg. 2.5mg. 5mg. 7.5mg. 10mg .

15mg M O'20mght TF 1 +4110.07+0.33, 0.09+0.39 . 0.16£0.39, 0.11+0.40, 0.14+

0.34, 0.23+0.37}%*0.17£0.46mEq/LCH > 7=,

NR—=RA T A RIZIMIES VU LMERS.6mEq/LLL E L 72 -7 B OEIEIX. 77 B REEOH,

Tax v oEEHETENER2H6] (21%) . 0Offl, 1 %] (1.0%) . 261 (2.1%) . Offl, 5

B (4.1%) . 36 (2.6%) ThH ol

) AROEKBINTZMEROCHEZ, TEE, RAZEZ7 X/ L LTUTOMEL 1 H 1REAKR
59%, eGFR 7% 60mL/min/1.73m2 L E : 20mg, eGFR % 60mL/min/1.73m?2 A : 10mg 7> '5?’5'55—

PG L, MiEH U v LMME, eGFRIZIG U T, &GRS 4 HH#% %4 B 2212 20mg ~HET 5,
H5,

QEMNE IE5ER (51E%16816/ARTS-DN Japan) ™®

H B | AARNDRBER T 2 A DHERFEEIERE 2RI, 7401V VEHEE
Feh LTz & S OFIER L M2 BFT 5,

RERT YA | sk dLE, BEA, 77 BARRR, CEER, T T T 47 TA 0 WAT
PEM R (SEMt AR - E PN 165t

xf % | ACEFLFH K UTIARBIC & HAEHEIGHR & 52 1 T 2 2R IR & A9~ 2 Wl IR 1
JERE 9601

ERPIEUE | HBR16243 L [FIkE ( TOWESE TAERER (FRBR16243/ARTS-DN) | #&R)
E7ebrahHEUE | HBR16243 L FIkE ( TOWESE TAERER (FRBR16243/ARTS-DN) | 2 &R)

R B F | HRBEEET L /125, 2.5, 5, 7.5, 10, 15, 20mg (THE&E) XIix7 7
TRICEIEL BT, 21 B R4, 90 H MRk N #5 L7z,

[HBF¥r]
74%L/>20mg 18 1E#S5 (126)

----------- >
J4%xL/>15mg 1B 1E#H#S (126) >
714xbL/>10mg 18 1E#&5 (126)
Z4xL/>7.5mg | 18185 (126)
4% /> 5mg 18 18&E5 (126)
714xL/>2.5mg 18 1E#&ES5 (126)
ACEBEE=EXIZ 4% /1.25mg 1B 1E#&5 (126)
ARBIC&ED
BEARERITLS
2HBMEFERT D N
BRBIERESRE BE2EN - — ——————ssese- >
3 77K 1B81E&S5 (126
FAXBR ARV R-RFMY 308+38 608138 90838 EFAERT

(HBrT)
ERERSHE
(s08H)

AERBAIARIZ., 7oL 1. 25~10mgX L7 7 AR ORI IEE L BT
L, 7—XEFE=X YV ITRESN NG DOHEOL MR O DR 2 HEB%.
7 4%V 15mg % BN, ﬁfﬁéﬁ&ofﬁﬁ%%mﬁ \220mg % BN L
7o T OBITHABRAE TRFHCEBEO BEHN M 5 X 5 BAELEIT T 2L
776

RSB B AR g A U 7 AMEAY6.0mEq/LA B 2 7= A XIRBREE o # 5.2 th
L7z, MED Y U AMEHN5.6~6.0mEq/LOLGA IZ4SEERILIMNICERIE L, mikE
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# Y 7 MERFOS.6mEq/LUL EOSESICITIEREO R E L2 fIk LT,

ol OB | @ A EAHmEA
BHFEIORIZE T HUACROR—R T A b DAL

® A MEEENE H
AEFRR, MIEN Y U LMHE %

ik Hr 5 k| @ AR EFHMEEA
TR B ILFLa A A LT,
HER, A2 V=V ROT N7 IV RKGZBHIRNFE L, XR—AT 1
FEDOUACRA & & L7238t (ANCOVA) #HW TG 590R Ik
T HDUACRD R — R T A MEIZKET 5 o SHEEME (/b ZREHHE) L2
WH90%CIZH i L, FRIEZHAWT T 4 XL v o HEKENE (B %
REt L7z (4B EofEKAEE : 7110.05)
51T, [A—DANCOVA EFNVEZEINL, 7 4 X3V v Om &R B IIE
WCtREEZHWT T 78RR L IR T 2 XM EZ Ei L7z (4B LofFEK
% 5110.05)

® e MEEAMm
B TOREMOFHGE B IXFtkeic 28 L7,

® TR R
AIWEEERHMIE B O IZFASE | LRMEDOMNTIXSAFZ XI5 & LT,
SAF : BIEREIS T S, iz G Shiz&ToRE,
FAS : SAFD 59 b, R—=A T A L K UOR—RTF A U OUACRIEMMRE S
ETORE

eGFR 1% CKD-EPI (Chronic Kidney Disease Epidemiology Collaboration) =2 k2 Tillfiz fv 7=,

(#ER]

BAE M
AWEEERHEE B BV T, #5590 H @UACRci/\“—x TAYINDT 4RV DORE
EWIEFMIZIKT L (BH J:@p 0.0314, MIEMEICBAT 2FRE) . 74 kL UK HEREL
TR E O T, kEmHEN (20mght) T IR EAREENRO LN (4
H _Eop=0.0240. tHE) .
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F90BIZHE T HIARDA—Z S 14 U bDEIE (FAS)

#tE  p=0.0314 (FI&E)

ﬁ 13 -
90
E ;..:} 1.2 = I J—
% _
TR 11 -
%® 0
U FE 1.0 -
é % ® Y T p=0.0240*
R = 09+ 4 ®
2% 1 .
I E 0.8 -
2 1
5E o] h o - ¢ -
1
4 0.6 T
i ‘ BN ETHIEEO0%C -
05 T T T T T T T T
TSt REE 1.25 25 5 75 10 15 20
71/ 8 (mg/ )
kvs 7T BAREE, tRE
o — . T4V
), t/ Y
5 7(;:12? 1.25mg | 2.5mg 5mg 7.5mg 10mg 15mg 20mg pfiE®
(n=12) (n=12) (n=12) (n=11) (n=12) (n=12) (n=12)
N—Z2 74| 1.062 0.937 0.938 0.918 0.745 0.825 0.893 0.712
LD (0.824- | (0.730- | (0.730- | (0.707- | (0.574- | (0.618- | (0.704- | (0.556- | 0.0314
(90% CI) 1.369) 1.203) 1.206) 1.192) 0.967) 1.102) 1.132) 0.912)
WA A i Y £ 0.841 0.670
DY 0.882 0.884 0.865 0.702 0.777 (0.607- | (0.481-
(90% CI) 1.165) | 0.934)
pfiE* 0.1898 | 0.0240

a) FHE (710 L 7 CHBEICKT 28, 48 Lo pHE)
b) SHEEME EGHE, A7 U —=V RO T VT I VRE S RO 2 BHIR T, N—RZF A o UACR %

L L7z ANCOVAIZ L D/

o thE (vs 77 BARRE, 4 H LD pfH)

| Ee ks
Bl

BITEAIE. 74 3L U BERES/84% (9.5%) . 77 &AR#EL/12 B (8.3%) |

FVHfiE)

L--IillLA &b gﬂf&—g

T4 R URETIE, SmgRECER, MITAPE, T =0T 2 R T U AT =T — BN,

TANRTX VBT I ) h T AT 27 —BHN, MEKT.

7.5mghE TEIM, 7%, PRI EN S 16 (8.83%) . 20mght Tl H FREEHE N,
PSRN E 16 (8.3%) TR LiL, 77 B REETITRERIKAEER A 23161 (8.3%) 7D
n‘u&)Eﬁ’Li,ﬁﬁ)Oﬁo

Sz, HEBLEIE. IBBEEOERGHIEICE S T2F

miEhD ) o LEDEE

M7 v v MEOEEFIORIZ

TER KR OFELHI

DEMPRIERE 4161 (8.3%) .
LEXT

BIFOX—=2T A nboZkidE (FAEESD) 1L, 77
T ARET—0.075+£0.182mEq/LL, 7 4 * L/ > 1.25mg. 2.5mg. 5mg. 7.5mg. 10mg.
15mg & N 20mght TZ I E 41 —0.009+0.288, 0.100*=0.252, 0.083+0.217, —
0.437. —0.082%0.264, 0.167%0.454}%7r0.0250.362mEq/LC®H - 7=,

1) AFNOAGE S N IER O RIT

H5,

0.091 =

MEE, RAZIE 7 4 2V e LCUTORES 1 H 1R A
59%, eGFR 7 60mL/min/1. 73m2 PIE : 20mg. eGFR 7% 60mL/min/1.73m2 AKjifi : 10mg M H# 5
ZEG L, miGA YU v AME, eGFRIZINU T, BERKBND 4 BH#% % BEIZ 20mg ~E&ET 5, | T




V. BEICEI SIRE

(4) #REEAIEAER

1) B ERREEER
OEPFHERIFE MAAAER (5%16244/FIDELIO-DKD) *'©

H i}

QALWEIRIF & B T3 BB R B 2 210, BEREOHEITIZEE LT, EHEE
P ERF LI XD T 4 RV OB VLS BET 5,

BT A v

St dtE, EER, 77 e AR, CEER, WATEER., A 2 b EERE
BR (EMERRIER] - H AR Z & 1048 » [F]1,024 5%

*f £

ACEPLESSUIARBE T K AHEUEIRE 4 52 1T T D 2R RIS & & 0F 3 2 18 B ik
WREE 567461 (5B HAAN415H41)

TR L YE

o KIEREPRIR 22 OFEAEY TER SN D 185% LD R B

c ARG R 7 U —= 2 BRI LL T O EAEDO T I %185 72 38 PRI M B s

B

- FRREOMET VT I R TR — RO SRIA T 28 A DUACR30mg/g
Ll E300mg/g A (3.4mg/mmollk 133.9mg/mmol&iifi) 1 . 7> 2eGFRA
25mL/min/1.73m2LA_E60mL/min/1.73m2A3i5 . 7> K PRI MEHEIUE 0 45 i
»HY

- FHGMEOBMET V7 I R [REHE — IR O 3R IR 28 R D UACRA*300mg/g
(33.9mg/mmol) LLE] | 2>2eGFR125mL/min/1.73m2LL
75mL/min/1.73m2A7i5

c MABREROAY U —= 0 JEEOIE D U U AMEH4.8mEq/LELT

« AV Y —= U TR EN O R KEE EOACEM FEEK IIARB (JFHR

7)) A4l RS (ACEFMHES UZARBD i « &8 M OSRAEIR D28

BN O BEESE L ONILpE RS T IO ZE L ATEE 2 BR 0 4T 72 \)

T rn RSN I UE

- FERERIFME OB IR (IgABHE, SR, BRMICRIE & 72 5 BElRsk
%2 &)

- ARSI A Y Y —= 2 7 HEDOUACRAY5,000mg/g (565mg/mmol) #

s WARFYIXA 7 Y —= 7 HDOHDbALe2Y12% (108mmol/mol) 8

- Ay br— L RROEIRM:EILE - EAROENSBP2317T0mmHg L F X134
ALDBPA3110mmHgll E. H D5 WEA Y Y —=2 7D EEA SBP2Y160mmHg
VA ESOXEAMDBPA100mmHg L E

AR IR Y U — = ZHEOSBPIOmMmHg Al

- BRI R ek (NYHABSRE BT ~IVEE) 2 F 7 58RO T
L7z DA RE

« A7 U —= 7130 H MOz F BTN i VE B e R D IE
SUTODAREEAIZ LD AR, EARII2EMOBMEBFT ALK 5F0, HDHW
BRI E CEAK12, A INOBRBIE T E %2 &)

- Child-Pugh/ #C D AT HEREFRE

TV URERE

c A7 Y —= U EidEMIc =T VL v AR T by LU RREEN T
71U T DRFHERRIEO B G-

- BRCYP3A4PHEA/ FHMF O#e 5 (MEVEZ BT BT H LK)

w7 ik

SREEE 7 4321/ 2 (10mgXiE20mg) XL 7 7 B REECEEES I EIRf
. FRENLALE, TX 5770 R, o5 LT,

[Hik - H&E]

Bt &I, A2 Y —=2 7 HDeGFRA25mL/min/1.73m2LL
60mL/min/1.73m2A5i O FA 13 10mg, 60mL/min/1.73m2LL D H41320mg &
Lz, ZDt%, BEH1H A ORBERLAEIZ LU T ORI /e EFE L7z,
¥, BEMOBENGMLERIGAEIL, IRBRIEORE X ITHRIA e & i, 3
BT L7 IZOWTH UL N ORIV & UIHET 5 2 L3 AR &
iz,
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MmEFEA) DLECESC AERMEE

mH s VU o Al B
(mEq/L) "
TRBRER -k
10mgl H 1\ 85084, 20mgl H1EE G &S5 (eGFR
L8P DIRTERI0%ATHOBFEIIRD)

TREREE2N20mel H 1R 5054, 20mgl A 1A% 5. 4 #eFHd
6 o
4.9~5.5 HEZHEFT 5,

5.5 TRBRIEE G2 Hilr L, 72REEICANIC iR B U o Al A FRE S

%,
TRBRIEEE 5 P B
5.0 10mgl H 1[E2 HInBRER G52 BT 5
R G O 2 ke 5, NV v MEEE=FY
5.0L0 F L. 5.0mEq/LUL F %R L72#%, 10mgl H 1[E#5-2 5 1853 2
RS

[GtET 41 /]

Z14%L/>10mg Riz 20mg 18 1E#%E (2,8334)

MEAMERT T ;" 7 Ll e GF R llIC &> Till E i **

ACE %3R3 /
ARBICES

2RMEREECHTD
1 WS >
77K 10mgXIE20meg*? 18 1[E1HRS (2,841 )
WARRE  APU-Z2F N-RA3M» 1A 4nA AnRAZEIC meT BINEERT
3 Fbr

S AR5 W

1 A7 Y —=2 7 RPERE A CTHOERLL B, ABEHENORKIEEOACEMRFE
HIARBAE # 5

¥2 o MAEAEIN T S 725,734 6061 IXGCPIE D 72 4 T DFENT 1> & Br4b
L. 56740 (7 1 x L/ U8 283361, 77 & ARE2,84141) % b7 xI 5
(FAS) & L7,

%3 : eGFR25mL/min/1.73m2LA _60mL/min/1.73m2A1i 13 10mg.
60mL/min/1.73m2LL_E|%20mg CH4A

¥4 TyED Y o AMEICES < A EFEREE) (206> THERE L,

HRHEEAMER | @ EEFHEEA

BHEAGTY RARA U b (BAREORIES, 4RMU BRI 5 X— A7 A L fln
540%LL EDO R 7ceGFRIK T, BEsE) F8LE TO R
® 72 Bl EHM I H

DIEHEAGT Y RARA v b (DMESE « FEBSEHLFHEZE - FEESEAIIN A
DAREIZE D APE) FBLE TOHIM
® = Dt D FIRF-AE B

T E TOYR, 2TOXEIAPEE TOMM, X=X T A b5 5E4n A
F TOUACROZEAL, BIREBEET Y RRA v b (BAREORIES, 48K E
Eifr T 5 _X— 2 T A VE B BT%LL E O 72eGFRIE T, BIEAE) I £
TOHIH
©® PERIVEEAN A H

BHEHATY RRA Y PEOLMEEEGT Y RARA > FOMERESHE, UACROX
— A5 A InBDOEL, eGFRONR—ZF 4 b0l 5

KEAREORIE : KR4 [90H BILL EEMEFENT (fikET I IE %
W) OFRBXITEBM] . 25 WIiL48 ML EE T 5 eGFR N
15mL/min/1.73m2 R AL T

MRHMIEE | AEFR, MED Y U AME, BREE T A =2 TOMOEBRRARN 5
(REMET — Z VTR H DA~ b &R LTI L, ARG H

>

ES
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ICRZN T % CHE LEFRIFIAFFRICETED )

i Mt 07 ik

® MR EE H
HWEEEFHBE B 122\ T, EHLogrankfRE (BHIKT- : 747 I VIRIX
5. W& ReGFRO 7 TV —) ZHWTT7 4 XV /) O 7 ®8RIIKT S
B2 EE L7z, Y — R (HR) O sHEEE & 2 O il 95%1(3 1 X ]
(CI) oEMIZIX, ERICoxtf N — FET L (JERIKT : 77 IV JRK
oy Mk ReGFRO B 7 2V —) & iz, 7z, Kaplan-Meier#fi#f & £k
L, &G DOA Xy NBEFEREBREZ R L, BIKGHEE B & ORI
HHEICHOWT, =2 RBRA 2 EOAA R FREE TOHMTHIEASIT., TH
FHITE B L [FEE DT 21T > 72,
B4 A% OUACROZ IZI A #0 T (ANCOVA, 48 & &5, Jghl
K1 & OUACR) &2 WV TR—R F A AMEIZ3ET 5 Lo S HEEE & 2 ol
95%CIz= & L7,

AFABR Tl RIEAT 2 0 L. Haybittle-PetolE 25V, FEFHEHE A K O FE
7R B EHGIE B O I pE230.00270K1 TH - 72 5A I B T 2 51l L 7=,

B H&ARMT TILE 4T = Bonferroni-HolmiEZ W C FEFMER (BEE

RARA B MOERBIRIHMEER (DILEEAST RRA ) ZHEL.
FD%., FOMOBIKIMEBIZOWT, [HEMMEFARER ) (CoHk L-IEF
THRRMRE & B Uiz, PRI 2 320 LT-72 0, BT OB R EIZIZIR
OFESINTpEE Az GREReRE L THEK%ES%) |

- BEAT Y FARA 2 MW ilpfE0.032827LL F THEZENRD bNT-HA.
DEEEGT Y RARA > FOAEKELH0.049674 & LT,

— DEEAG T RARA 2 MZHEflpfE0.0157620L F THEZEN RS b4
a. BEAT Y RARA U NOfFEKELZH0.049674 & LT,

— BEOLMEDOWEST RRA Vv FNEBEDBA DI, Z OO EI R
HEIWZOWT [ZOMOEIREHMEEE | (Z5E#H L2IERFICE, AR AKER
H10.049674 THIE L 7=,

BB E CHEFFRICAE B TRWERMNE LN SA. Y OFRIKGHEEH O

FREIT BRI N L7z, BREBAEFHEE B IZ O W T2 EROFREEZTH 2

ST,

® LRI H
ZEPEOFHGE B I RER RS 2K L7z,
® ISR AT

BHAVEFEIMIE B 2kt L. AEn. PERI. Mk, AFE. N—X T A UEFD
eGFR. UACR. Ifii#» UV v Afii, SBP, BMI, HbAlc, LI EHEEMFEOE
i SGLT-2fLEHOEH O A M, GLP-1%Z &2 EEEROF 0 FmIC >\ T, &F
ANCHLE U755 SR FAMRAT 2 380 U 7=, FEEEHIE A & RfkIc Y — R

(HR) D AHEE & F0mM95%ClI (FHEXH) 2HH L,
® H AR NE > 5 [t

HARNEMZX G, 2 TOFEEFMER &K OFEIREHEE B 12O THREIC
S L7z,
® fiF ATk} S AL

HEIWEDIRNTIZIFAS % . ZEVEDMNTIZISAFZ x5 & Uiz,

FAS : B{EAEIfHT SN2 TORE

SAF : EEAEIT T S, 1GBREEZ1 B BRI T-2ToRE

eGFR % CKD-EPI (Chronic Kidney Disease Epidemiology Collaboration) =iZ X 2 Tl % Hv 7=,




ARICE T SR

(#52R])
BEEFESS (FAS)
HH SIREH H AN
TaxV U TIRREE | 7o RxL VB T RAREE
(n=2,833) (n=2,841) (n=208) (n=207)

Fhin (%) 65.44+8.94 65.67+9.16 65.44+9.67 66.13+9.77
PRI 55 1 1,953 (68.9) 2,030 (71.5) 158 (76.0) 164 (79.2)
BMI (kg/m2) 31.13+6.03 31.10+6.00 26.26+3.45 26.13+4.53
bR B () 16.58+8.77 16.55+8.77 16.57+8.10 15.56+£9.27
I I 5 B D BEAE 1,303 (46.0) 1,302 (45.8) 72 (34.6) 65 (31.4)

ISEAIME (mmHg) 138.05+14.32| 138.01+14.42| 134.73+15.66 | 135.52+15.49
MyGo U U LE (mEqg/L) 4.37+0.46 4.38+0.46 4.32+0.36 4.34+0.36
<4.8 2,302 (81.3) 2,295 (80.8) 188 (90.4) 181 (87.4)
mig s v o AME =4.8~=5 333 (11.8) 349 (12.3) 13 (6.3) 18 (8.7)
(mEq/L) AT 2V — | >5 197 (7.0) 196 (6.9) 7(3.4) 8(3.9)
R 1(<0.1) 1(<0.1) 0 0
eGFR (mL/min/1.73m?2) 44.36+12.54 | 44.32+12.57 | 43.17+11.29 | 43.34+11.81
=60 318 (11.2) 338 (11.9) 17 (8.2) 23 (11.1)
) >45~<60 972 (34.3) 928 (32.7) 82 (39.4) 63 (30.4)
eGFR (mL/min/1.78m%) =0 = re 52D | 1505 (53.0) 106 (51.0) 116 (56.0)
DHT Y —
<25 66 (2.3) 69 (2.4) 3(1.4) 5(2.4)
R 1(<0.1) 1(<0.1) 0 0
832.72 867.01 698.22 784.65
iﬁg Erlrgflg) [441.00- [453.11- [395.50- [431.24-
1628.14] 1644.58] 1419.38] 1391.00]
<30 11 (0.4) 12 (0.4) 0 0
UACR (mg/g) =30~<300 350 (12.4) 335 (11.8) 21 (10.1) 30 (14.5)
DOHT Y — =300 2,470 (87.2) 2,493 (87.8) 187 (89.9) 177 (85.5)
KA 2(<0.1) 1(<0.1) 0 0
HbAlc (%) 7.66=1.33 7.69+1.36 7.37+1.01 7.18+1.02
ARB 1,879 (66.3) 1,846 (65.0) 189 (90.9) 193 (93.2)
ACEPREIE 950 (33.5) 992 (34.9) 19 (9.1 14 (6.8)
BE 7 3 1,462 (51.6) 1,506 (53.0) 35 (16.8) 48 (23.2)
FI IR 3K 1,577 (55.7) 1,637 (57.6) 59 (28.4) 74 (35.7)
BEPRIGTERESE 2,747 (97.0) 2,777 (97.7) 204 (98.1) 201 (97.1)
A2 /S TFaly 1,843 (65.1) 1,794 (63.1) 92 (44.2) 85 (41.1)
Eﬂjﬁ DPP4H 2 %E 764 (27.0) 758 (26.7) 133 (63.9) 130 (62.8)
s GLP- 1 A REB) 3K 189 (6.7) 205 (7.2) 23 (11.1) 25 (12.1)
SGLT-2fHE%E 124 (4.4) 135 (4.8) 17 (8.2) 16 (7.7)
77 A KR3KE 1,251 (44.2) 1,239 (43.6) 75 (36.1) 73 (35.3)
AR T I RRIE 654 (23.1) 673 (23.7) 70 (33.7) 61 (29.5)
aZVva B —ERAEK 163 (5.8) 161 (5.7) 42 (20.2) 40 (19.3)
A7) F = KR 168 (5.9) 155 (5.5) 15 (7.2) 24 (11.6)
FTI NG TR 124 (4.4) 105 (3.7) 35 (16.8) 25 (12.1)

BTV AR R 22 303N (%)

<EHKEHE>
BEE (2REH)

FEFMER (BEAIY FRS Y FERBETOER)
BB OB RN (PRE) X7 032V URE27.039% A, 77 BREE27.2035 A TH - 7=

(FAS) .




ARICE T SR

BEATY FRA L MBI D277 AREICHTD 7 4 x L/ VBEOHR ({195%CI) 1%

0.825 (0.732-0.928) @ TH YV, FHY 27 %#18%

Bl &7 (p=0.0014% | FREFAY

TRENTHER) . VEHLT-VORBERITT 4 %L ) VEETTH9%/4E. 75 & REET.08%/4ET
Holz, £7o. 36H AEEEY TOBRBRBHR) (TS INNT (MDA Rk DI A HH

T 572 DI EIE) 1329 CTH - 7=,

a) HR X O D 95%CI I3JE 5 Cox bl ¥ — KET /L, p fEIXER] Logrank #7E (EHIKT : 717 3

VIR Sy, MK N eGFR OB T =Y —)
b) @M OTRiE (32 » A) 10k bIEWVIHMERE R OEZ RT,
c) Kaplan-Meier #£E &

BHEAT Y FRA v FRBLE TOHIR O Kaplan-Meier #hift (FAS)

(%)

7 HR (95%Cl) : 0.825 (0.732-0.928) (@5 Cox lEH/NY —KEF )
p=0.0014 (f&5! Log-rank i& )
BRIATF  FIVIIRES. g R U eGFROAFI)—
40
ﬁ 30
i
3%
57
$ 20
1/ /8t
10
0 T T T T T T T 1
0 6 12 18 24 30 36 42 48 (B)
BADA NV NERET O
FEFIEL
74 /8% 2833 2,705 2,607 2,397 1,808 1,274 787 441 83
7oK 2,841 2,724 2,586 2,379 1,758 1,248 792 453 82
BEAEIVRRA Y FRUZDEREZDOHRERE (FAS)
T4 xR PAZAN i
(n=2,833) (n=2,841) HR .
= " pfE
FEBR | FHE | BEER | Rs=R | (95%CD
(%) (%/4E) (%) (%/4F)
FEFLAHIE B
AT RBRA Vb 504 (17.8) 7.59 600 (21.1) 9.08 0.825 0.0014
: : : ‘ (0.732-0.928)|
PRIRAVFEARIE A
B R4 D FEE 208 (7.3) 2.99 235 (8.3) 3.39 0.869 0.1409
: : : ‘ (0.721-1.048)|
f Nt L N 119 (4.2) 1.60 139 (4.9) 1.87 0.858 0.2191
: : : : (0.672-1.096)|
eGFR< 15mL/min/1.73m? 0.824
(AR L) 167 (5.9) 2.40 199 (7.0) 2.87 (0.671-1.013) 0.0646
eGFR=40% DK 0.815
(L) 479 (16.9) 7.21 577 (20.3) 8.73 (0.792-0.920)| 0-0009
R gk At 2(<0.1) — 2(<0.1) — — —

HR K& 1U'95%CLiZ @ B Cox bl ¥ — RET /L, plEid/ER | Logrankif & (EHIAT : 77 I U RKS

K ReGFRO AT 2V —)

Hitdk
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Bl XTI I8 B

ERBEIRFHMEEE CTh 5 LIEEHAT Y RS v MZBWT, 77 BRBEHIRTH7 4 2L

J UBEOHR (i{195%CI) 130.860 (0.747-0.989) TdH V. FE U X7 % 14% A BB

EH72 (p=0.034) ¥, VEHTZY ORBERITT 4 XL ) VEETEI1%ME, 7T BAREET

5.92%/4ETh -7, E1=, 36 AREY TOBRERERY ITHESINNT (U0 X2 b D%

Ba 9 2 72 OIS B RIRIEGIED) 1342 ThH -T2,

ZTOMOREIRFHEER DS b, RECOT T HREEICHTDH7 %L 7 VEEOHR (il

95%CI) 130.895 (0.746-1.075) Th Vv, HetFHICHERZE T RINL -T2 (p

=0.235) @ . FHANHE S IR E O FNEIZHEW LA O FFIIA B (22 TR R A fF

Mriv-.

a) HR XU 95%CI (Z/@5l Cox (¥ — REF )V, p fEIZER] Logrank #7E (&R : 717 I VR
Xy, #HIEgN N eGFROL T I —)

b) ABEHBOhRE (32 5 H) 1R HITVEEER A O 27,

c) Kaplan-Meier #£E &

DMEEET Y FRA Y FRUZDEREZRDFEIRE (FAS)

Taxv ) R AN
(n=2,833) (n=2,841) HR "
wEBE | REE | mmem | wmes | OsweD | P
(%) (%/4F) (%) (%/4F)
F 72 RIKEHGE H
DA T SR A 0.860
DIEEAETY RARA b | 367 (13.0) |  5.11 420 (14.8) 5.92 (0.747-0.989)| 0-034
PRARAFA L H
o 0.855
K= 128 (4.5) 1.69 150 (5.3) 1.99 0.675-1.083)| 0-193
N 0.796
BRI ZE 70 (2.5) 0.94 87 (3.1) 1.17 0.581-1.090)| 0-154
—_— 1.027
BRI A= 90 (3.2) 1.21 87 (3.1) 118 | 765-1.380)| 0-858
AT = 0.857
DARRIZ K D ABE 139 (4.9) 1.89 162 (5.7) 2.21 0.683-1.076)| 0-182
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BRBERRERVBIRFHEREB DREFE (FAS)

TR R 77w AR
(n=2,833) (n=2,841) HR i
o =R
R | EEE | P | se | 95%CD | P
(%) (%/4F) (%) (%/4F)
AT E
A TS 0.825
BEEGTY RARA vk 504 (17.8) 7.59 600 (21.1) 9.08 (0.732-0.928)| 0-0014
E 7R Al H
0.860

DIEEETY RAA b | 367 (13.0) 5.11 420 (14.8) 5.92 (0.747-0.989)| 0-034

Z Ot O RIKEHALE H

0.895

AN
£ A 219 (7.7) 2.90 244 (8.6) 3.23 ©0.746-1.075) | 0235
2T OB AR 1,263 (44.6)| 22.56 [1,321 (46.5) 23.87 0.946 —
4% A DUACRDZAL, - - - - 0.688 -
BIRBHEAET Y RRA Y| 252 (8.9) 3.64 326 (11.5) 4.74 0.763 —
eGFR=57T% DL T B
(WERLL L) 167 (5.9) 2.41 245 (8.6) 3.54 0.675

HR K& O 95%CI 1@ 3] Cox Heffl~y— RE7 v Wil p i35 Logrank & (EBIKRT : 77 I VIR

X4y, HIE KN eGFR DA T =Y —)

a) R=2FA4 b 4 » AETOLED T T vRITHT DO SHEEME [ANCOVA (L4« B 55,
JERlK-+., UACR) ]

b) BIREBHEAE= Y RARA b BAEORE [90 AL EOBMENT (MENT UXEBLENT) DBts X
BB . 4 BB LR T DN T A AED D BT%LL EORHGN7: eGFRIK T, BREORKE £ T
o HITH
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EZREEMIER
UACRDR—ZF A B DAL PReGFROR— 2 F A Vb DT OHERITILLT O
D,

UACRDR—R 54 v DZEAE (FAS)

/I\ 12
Z;: 114 TotRE
1
1|‘/§ 1.0
;‘,:} 091
T
% 08-
174
B o7
N
— 067
% Z1xb /B
05-
= 0 R—=RA51> 4 12 24 36 (A)
B BRHA RS
FEGI B
TR B 2,831 2725 2,582 1,841 856
TS5 tA 2,840 2,726 2,598 1,825 834
R—X5A4 M DFEHEE (%) (FAS)
S Ve 44 A 124 H 247 A 367 H
T4V R — —34.7 —41.3 —39.9 —29.3
7T B REE — —4.7 —3.0 —2.0 4.1
eGFRDR—X S 14 U bDZEAE (FAS)

(mL/min/1.73m?)

i) BSOS TN ANIN—),

=
-

(T |

| BNZFEFEEO5%CI

—— Tkl

~=Z1 4 8

Fabd

AEBIE

TAxl /R 2832 2799 2,722
2840 2,800 2,720

TR

2,646
2,672

12 16
2613 25624
2611 2,524

T T T

20 24 28
BEHAAR
2,268 1,870 1,620
2,290 1,846 1.627

32 36
1,180 867
1,184 844

40

598
602

1
44 (A)

336
339
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BZeH (2A4%H)

Bl1ER

BIERIEZ., 74 3L/ URET646/2,82761 (22.9%) . 77 B REET449/2,831%41 (15.9%)
WO BTz, ERFEZRIIED Y U AMIENZNZ12866] (10.1%) K O1144] (4.0%) .
A U o LBEMABE36] (1.9%) KU2261 (0.8%) . I L7 F = BN 444 (1.6%)
KO8R (1.4%) . IR EA34264] (1.5%) KO2261 (0.8%) Th oz,

HEZBERIZ. 740V URET48H) (1.7%) . 77 B REET346) (1.2%) IZRD B
oo ERFERIZ. EA U U AMAEN2405] (0.8%) K OBH (0.2%) . 2B FEE 294
(0.3%) KUGHI (0.2%) . KmEASHF (0.1%) KU26] (<0.1%) TH-o7z,
BRI G R ILICE S TERWERIX, 740X b V#9461 (3.3%) . 77 B AREEL9H
(2.1%) IZRO BN, ERFLIL, @AY U LAMIENR43H] (1.5%) KO1261] (0.4%) .
Jm¢ﬁ)7Aﬁm#HW (0.4%) KO4f] (0.1%) . 27 v F=8manap] (0.1%)
KB (<0.1%) . BREEN4H] (0.1%) LO8H (0.1%) . FEA4H] (0.1%) KO
(<0.1%) . ‘FF%%@J«H&M,&UWW (0.3%) . AMEBEEN3H (0.1%) KU3H
(0.1%) . %ﬁ%%ﬁ(m%)&@ﬁ’@n%)f%oh

WEIZEST-BIER (BRMERHEA <> FZ2BR<) 1T N ho Tz,

mEFEHY) ILMEIZEEST H5ER
Bl T A MES %@#éﬁi%ﬁ”i74*V//ﬁmﬁm(w3%)\fﬁﬁfﬁ%aﬂ
(9.0%) IZRDBNTZ, 26, IRBRIKEEEOH I AEREL EWEH) @ X, 7o 1L /v
E%%W(Uﬁ%)\77ﬁTﬁmMﬂ@w%)f%otomﬁ)ﬁAmﬁ BRI~ 2 HiE
REEERIIT 3L R4 (1.6%) KO 72 AREE126] (0.4%) . ABERLEE L7
otﬁiiﬁimﬁ(um>&vyﬂ«m%) TRBRIR D G- LI E -~ - EFHS 1164
| (2.3%) KU254] (0.9%) Thotz, EICESTHERERLRIIWVTHORGEICBWNT
fb B Lo T,
MiEH VT MEDR—AT A U INLDOELELLTIZRT, 74 RV UEETR—RAT A )
O OYE)EALEN R B RE DS T-DIFHEGH8H AKim (0.250.52mEqg/L) Th -7,
W ORE R CLREILL EMmiE S UV v AMENS55mEq/LE B2 -HBEIT7 o 2L URE
597/2,785 il (21.4%) . 77 &HREE256/2,775 ] (9.2%) . 6.0mEq/LZ# 2 7= EE&1L7 «

x L U126 5] (4.5%) . 7T BAREESSH] (1.4%) 12O LT,
a) MedDRAPT l&H U v AMGE] KO Tinds U o A0

MEH) DLEDR—RFA4 N DEIE (SAF)

74 1% A 4% A 8 » A 1258 | 240 | 3658 | 48 A

4.37+0.46 | 0.21+0.46 | 0.25+0.48 | 0.25+0.52 | 0.24+0.53 | 0.21+0.55 | 0.21+0.56 | 0.04+0.59

TATL S (n=2,827) | @=2,787) | 1=2,708) | (n=2,628) | (n=2,600) | n=1,872) | (n=882) (n=70)

4.37+0.46 | 0.02+0.43 | 0.02+0.45 | 0.04+0.47 | 0.04+£0.48 | 0.05+0.51 | 0.07+0.54 | 0.08+0.52

77 AR (n=2,831) | (n=2,786) | (n=2,709) | (n=2,658) | (n=2,596) | (n=1,865) | (n=862) (n=64)

FEJE+SD (mEqg/L)

<BARAEH>

BEME (BARAER)
RO G MM (FPRE) X7 ¢ x LV 8355655 H, 77 vREE35.713% H Th-o 7=
(FAS) ., TFHEFHMHEHE CHLIBEAT L RARA V MIBIT 27 TRk 57 4 %L
/Vﬁ®HR(W@%%G)i&m1«m%n3%)>T%otm1$%t00%ﬁ$M74
I URETT.39%/M4E, 77 AR TT.8T%/ - CaREM L —H L, BHEE= FKRA
Y INOEREFZED L, [eGFR=Z40% DK T (2817 H2HR (Mif195%CI) 1%0.933 (0.609-
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1.429) THo=boD, BEREORIE] (2B HHR (HH195%CI) 1%1.349 (0.695-2.617)
T%’Jf—o rﬁxﬂﬁ%J ntu&) Eﬁ”bfci?])/) 7:_0

TARRKEHMEEE THHLDMEEET Y RRA MBI 7 7RI T D7 2L )

VHEOHR (Wif195%CI) 131.116 (0.531-2.347) » Th o7z, VEHZD ORBERILIT 4 %
L URET2.A40%/4FE, 7T BARRET213%AETH Y . W& GHEORIRIIBMEMN L v IK»
277,

a) BRI Cox kbl H— REFT (BRIKRA : T/L7 I U RES, Hl R NeGFR OB 3 —)

BAAEH O X EFTHE B R UEIRFMER DRRE (ERRHLFREER. FAS)

IV 77 AR
(n=208) (n=207) HR
FEELFI FEBLH F B FeBLF (95%CI)
(%) (%/4E) (%) (%/4E)
TR E H
AT RARA Vb 42 (20.2) 7.39 44 (21.3) 7.87 0.911 (0.596-1.392)
AR DIENE 21 (10.1) 3.54 15 (7.2) 2.56 1.349 (0.695-2.617)
R4 9(4.3) 1.42 4(1.9) 0.64 2.186 (0.673-7.101)
e((}f]g%;ﬁ/mm”%m? 20 (9.6) 3.37 14 (6.8) 2.39 | 1.377 (0.695-2.726)
eif%?ﬁ(ﬁ@ﬁT 42 (20.2) 7.39 43 (20.8) 7.69 0.933 (0.609-1.429)
& igsE 0 — 0 — —
72 BIRFEm I B
DIMEES T RRA 2k 15 (7.2) 2.40 13 (6.3) 2.13 1.116 (0.531-2.347)
DI BE 3(1.4) 0.46 4(1.9) 0.64 0.735 (0.164-3.286)
FEE B O i A5 TE 1(0.5) 0.16 3(1.4) 0.48 0.310 (0.032-2.977)
HEEBEHI A 25 7(3.4) 1.11 5 (2.4) 0.81 1.339 (0.425-4.223)
DAREIT X D AR 5(2.4) 0.78 1(0.5) 0.16 4.827(0.564-41.316)
Z O ORI FHGE B
B Am 5(2.4) 0.77 16 (7.7) 2.57 0.298 (0.109-0.814)
2T OHEAPE 73 (35.1) 14.03 96 (46.4) 21.19 0.664 (0.490-0.900)
4% A DUACRDZAL - - - - 0.683 (0.608-0.768)"
BIRBEEAET RRA Y | 23(11.1) 3.91 24 (11.6) 4.14 0.982 (0.550-1.750)
ei%?ﬁg@ﬁT 17 (8.2) 2.88 17 (8.2) 2.91 1.061 (0.536-2.101)

HR K 0*95%CLiZE 5 Cox Ll — REF L (BHIRT : 77 I VRKSy, His Kk ReGFRD A5 Y —)

a) N—ATAUNBE 4 53 AETOEOT T RITHT B o AT [ANCOVA (L& : #HH#f,
JERIRT-, UACR) ]

b) ”lﬁtﬁx%ﬁéi/ RARA 2 b BAREORE [90 BRI Eo@MEEN (I ENT SUIEIGENT) OBRIA
WA | 4 BB LR T D=2 T A AED D 5T%LL EOFHGN 7 eGFRIE T, BB E T
DA

BEe (BARAER)

Bl1ER
AARNEMICBIT 2EWERIZ, 71 3L/ UEET31/208%1 (14.9%) . 77 BAREET14/205
il (6.8%) IZRD LTz, ERFELIT, &bV v LAMIENZNZEIL126] (5.8%) MK ON5H4]
(2.4%) | IMHH YU T LEEMA106] (4.8%) KA (0.5%) | 17 LT F = HN532
Bl (1.0%) KO1B] (0.5%) . FHIAB261 (1.0%) K T0H), ﬁ%u A2 (1.0%) K U141
(0.5%) . SKRERIK AR 3261 (1.0%) K OOHITH - 7=,

EELBERIZ, 70321 VEET2H] (1.0%) IZRD B, BMEER L OGS Y U A E
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NELH (0.5%) Tholz, 7T BRETIIRD LT,

BRI D G- H IR F - 7= BIEA T, 742\1///E$T9157 (4.3%) . 77 &REE T3
(1.5%) @O BN, 7432V UEETIEES Y ¥ A E R A A U o A% 245
(1.0%) . T, ArEER, BEk, HEV, BEEROCEZEAE1IH (0.5%) (2380 5,
7T AR CIMERE, IR, CKD, BREENK1H] (0.5%) 2RO LT,

I - - FEIVER (ﬁf?ﬁ'rﬁ%ﬁ%&w\ <) 1EERD bR o T,

mEFEHY) ILMEIZEEST H5ER
B Y T MRS BET D A EERY X7 4 R L CRESTHI (17.8%) . 7T B REE264
(12.7%) I8 BNz, 9 b, R EBEEDH 24 EFL FHER) 21X, 741/
VEE200) (9.6%) . T BAREE6H] (2.9%) Tholz, @h VY U AMAEICREET 2 EHELRA
EER, ANBEBRBLELRTAEER, BRIEORGHIICESTEAEFERIT, WThb T
4 XL UBEORTIE (0.5%) . 16 (0.5%) . 461 (1.9%) (T8 bz, FELICE-
TEAHERZINTNORERHICE N THRD Lo T,
WO S TLELL EfiE S VU o AMENS.5mEq/LAE B2 7-BE X7 4 * L/ U EE32/208
Bl (15.4%) . 77 EARREE12/2044] (5.9%) . 6.0mEq/LZ X 72 B&1X7 L/ HESHI
(3.8%) . 77 BAREELB] (0.5%) IZFEH BT,
a) MedDRA PT (@& U &7 AdinfiE ) KO T U 284800
H) AR OEBINTHEROCHZZ, B, RAZIE7 322 E LTUTOHAZE%E 1 H 1 RRO#
59%, eGFR 7 60mL/min/1.73m2 L E : 20mg, eGFR % 60mL/min/1.73m?2 #ji : 10mg 7> '5%'55’
RBALE L. MIEH U v Al eGFRIZIE LT, B5BLGD 4 %% BT 20mg ~#&T 5,
b5,
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QEMEHARFEMAEER (FKER17530/FIGARO-DKD) >

H £5]

BE IR & B0 2 1B MR R B o i, DI IR RO RER N U LR
DOIETIZE LT, EERRICERELIZEXDO T 02V ) L OFMERNEZE
ME2RET 5,

Sl L, EAERL, 7T AR CEHER, WATHEM, A bR
AR (2l HRERRE © B A Z & 048 % [1,01907%)

ACEMEFUIARBFHIZ L HIRVEIGIR & T T 5 2RE RIS 2 & 03 2 18 1
g e 17,3520 (9 B HAABE034)

EpER ALY

« KEFERIF S OFLUEY TEFRE SN D 18 L 27 UHH R R
c BARE R ORRA 7 U —=2 7K, LU OIEAED T I 0% i 72 3R
il B
- FRMEOMET VT I R R RO 3BIE T 2K D UACRZ.30mg/g
Ll E300mg/g A (3.4mg/mmollk 133.9mg/mmol&iifi) 1 . 7> 2eGFRA
25mL/min/1.73m2LL E90mI/min/1.73m2LL T
- FRMEOBEMET LT I VPR R RO SRR 28 (KD UACRD
300mg/g (33.9mg/mmol) LA E] . 72eGFRA60mL/min/1.73m2LL E
CEAFFNNAR T ) —= FEREOIMIE D Y 7 MED4.8mEq/LLL T
« A7) == TRHICRBHEN O R RIK EOACEMEH UIARB (HHHEA
") 4L RS (ACERLEIR UZARBD FE « F& M OSRABRIR D
BN o RS e ONMpE R T 3R DA B IXATREZ2 R 0 1T 72 \Y)

EEAN 8

- FEFEIRFIEO B R (IgARVE., MR, BRI & 72 2 BBk
%2 %)

c BAREI A7 U —= 2 7O UACRZ.Y5,000mg/g (565mg/mmol) ##

- AT A7 U —=2 7 HOHDALeA 12% (108mmol/mol) #

- Ay br— L RROEIRM:EILE - EAROENSBP23170mmHg L F X134
AZDBP3110mmHgll E. 25 WE A7 U —= 1 7 HrDEN SBPA3160mmHg
PLE ST AL DBP23100mmHg UL -

- MAREI A Y Y — = 7O SBPIOmmHg AT

- HARRZ R 2 e (NYHABSBE B O ~IVEE) 2683 2 A =R OK
TLZODARE

» A7 V== 730 H MOz /i MM 8 E, S E B D3
fiE, IO X5 ABL, EART12H [ O 2R RISk 5 56T
HOVITB R ER CEA%127 AUNOBBHE T EE &)

+ Child-Pugh/7¥4C DO ATH&RERR

- TV URBRE

c A7 ) —= U ZRBMIC =T VL v AR T by L= U RHERK T
$H Y U AMRERERRIEO B G-

- BUWCYP3A4FHER, FHEF O 5. (HEVEL BT /7 H LARE)

OB Tk

BB EE T 42/ (10mgXE20mg) FE XL 7 T & REHIC AR L 2 E
. FNAENLBLEL, TE D72 FRITFICROES L,

[ - HE]

B AE B & 1X. A2 U — = 7 I ® eGFR A 25mL/min/1.73m? L |-
60mL/min/1.73m2A4 D54 1310mg, 60mL/min/1.73m2LL EDOH51320mg &
Lz, 20k, BE5H1s A OREERLIEIC THEAY) ) LBICE D AEHAEH
A [ABr16244 & Ak ( TOEBRIEF S MFH RS (35 16244/FIDELIO-
DKD) | ORBRIFIEOHSM) 1 ) 129 & L,

¥, BEEOBR D LERGAEIT, 1RBREORE UL T2 fTaE & S i,
R ST I L 72 B I DWW T H LU R O FEHEIZ e WS B ST B35 2 & Ave]
mEL i,
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(4 T

ACERZERXI: /
ARBIZES

Z4%L /2 10mg X3 20mg*> 181 BHES (3,686 )

BEAMERITTLEY
2UMERESHT D
B ERmSE

i3Eh') 7 LM% e GFR filliC &> Tl E

7Z7€HR 10mg Xk 20mg 18 1[5 (3,6661)

AR 4nRzElc IBRFERTE T
b

HAMARE 9

¥1: A7 Y —= v 7ORBERE R C4ARMLL L, ARHENORKEFEDOACEMR
FEIITARBE # 5

¥2  MAEAEIRT SN T7,437THIH 8561 1ZGCPE X D 7= 8D 4= C DT > B Erst
L. 7,3520 % figtr st (FAS) & L7z,

%3 : eGFR25mL/min/1.73m2.A F60mL/min/1.73m2A4ii1310mg.
60mL/min/1.73m2LA k1£20mg CHA4h

¥4 TiIER U U MEIZE-S < HEFEIENE) 206> THEFE L7,

AGY=Zlf K=RFMY 118 408 BT
Fhz

ARMEREMER | @ REFEAHEE A
DIEEAET Y FRA > b (LIMEE - FERILH OB - FERIEAIINZE
e DAREIZE D ARE) FEBLE TOHIM
® =/ IV E B
BEHATY RRA Y b (BARARORIE, 4B LT 2 X—2A T4 i
D5 40%LL EOFHGER72eGFRIL T, BIEAE) L E CToOHIM
® = DOt EIKFHIE H
ATOYEAREE TOMB., 2T E TOHM., X—2T A4 o584y
A E TOUACROE L, RIRKBEAGT Y RARA > b (BREORIE™, 4HM
PLERiGET 2= 2T A EBBT%LL EOFHGR 72eGFRIK T, BsE) %
W FE coHR
® RSRIIETAtTE B
DIEEETZ S RARA Y FEOBEESTY RARA » hOFERESR, UACRD
R—=25 A U nEDE{, eGFRONR— 2T A b OZEL %
MEAREORIE KB ARE [90 A LA EOEMENT (i i BT I3 NE %
Br) OBMBXITBEBMKE] . 5 W48 B LT % eGFR N
15mI/min/1.73m2 KT IZ/E T

FEMEFMAER | AEFER, MEH Y U LAME, BEIE T 2 —% R OZ OMOEERREME %
(LZRMET — 2 ITERMEFARE H DA X2 b XU TUEE L, A2k EEfhE
BICYT 5 L HE L ERIIAEEERITIIED W)

it M )7 i | @ HEMMERHMEEA

B F BRI E H oW, @5 Logrankf @ (BHIKF : 77 2 VR
X4y, Hulsl, eGFROAT =V — K ONOMAERBOBFEOAE) 2 HNT7 4
2L DT T RITKT HEMMEERREE LT, ~F— Rk (HR) O SHEE
i & Z OIS %EHEX M (CI) OF Iz, EHICoxtbf N¥— KET /L
(JBRIK T . 77 I U RK Sy, #ilk, eGFRO A7 2 U — K OVLMILE R E O
BEEOF ) % Hv/-, £7-. Kaplan-Meier#i# A2 1Eik L, ®EREZ L DA
Ny NREEEBEEZR L, BIRGHEE E R OERFHE H I2 oW\ T, =
Y RRA L IBA R MNEBLETCOHMTH H5E1F. EEFMEE & [k
DRI AT > 1=,

545 A% OUACROZEALIZIL T (ANCOVA, 28 & 58, &
BT} CUACR) Z W TR— R T o AEIZKRT 5 oo S HEEE & 2 o]
95%CIzHH L7z,

AFRER TIL P RIfENT 2 320 L. Haybittle-PetodEIZHEVy, FEHEIEE KO E
72 BV FEAIE B o it 8l pE 230.00270A C & - 7= 5 5 W& T 2 Gl L
7
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BASENT CIXFERHMEEE (DEEEGTY RARA 2 b)) o ERBIKEHGE
B (BEATZY FRA VN ROZOMOBIRGHEE R 2>\, a8k
FEAGTE H ) \Z R L2 ERE CRRRRE & S50 L 7=, R EIEAT & SEhE L 7 72
O, EHESENT DO BIRIE N NLTEE S - EHpfE0.049674 % 7= (RRER 2K
E L THBEAHESY) , BIRRE CREIFZHICHEE ThRWERERMSE LN
A 5% OFIREHME B O E X BRI S M L 7=,

RRWFHIE B I OW IS EEOPFE ZTh o 7=,
® 2T IE B

TEVEOTARIE B 1350 RACEZR LT,
® 4R T

HhEEEFGIA Bk U, Fln, PERI, Hul, AR, X—2XJ A VD
eGFR. UACR. 1ijE#» UV w7 o, SBP., BMI. HbAlc, [ ERBOBEHED
A SGLT-2PRESGEH OAHE, GLP- 1% A EBN SO O A (> T,
ERICHUE LTS8 S MR 2 £ L 72, FERHMBE R & R — R

(HR) o fHEEMl & #0imifl95%Cl (EEXE) #8EiH LT,
® H AR N 56 [T

HARNERZXSIZ, £ TOEEFMEE & OEIREHGE B 12OV THRRER)
VR L 72,
® fiF AT kS AE

BRIMEDOMENTIIFASE . ZEMEOMNTIISAFZ x5 & LT,

FAS : BEAEI T SN2 TORE

SAF : EEAET T S, 1EBREEZ1 B BRI T-2ToRHE

eGFR % CKD-EPI (Chronic Kidney Disease Epidemiology Collaboration) G2 &5 FillfiE% v 7z,



ARICE T SR

(#5R]
BMEEER (FAS)

A RLER] HAR N
HE T4xV ) URE TTRREE |7V UBE 7T RAREE
(n=3,686) (n=3,666) (n=250) (n=253)
Tl (%) 64.13179.67 | 64.13110.00 | 62.93+10.53 | 64.2119.86
PERI- 55 1 2,528 (68.6) | 2,577 (70.3) 193 (77.2) 198 (78.3)
BMI 31.46+6.04 | 31.40+593 | 26.85+4.48 | 26.84+4.22
PR e B () 14.53+8.60 | 14.44+844 | 14.42+870 | 14.92+9.62
(LI 8 9 BB D BEAE 1,676 (45.5) 1,654 (45.1) 79 (31.6) 73 (28.9)
- 135.81 135.70 134.42 133.86
DL (mmHg) +13.96 +14.06 +14.31 +14.43
MiEA Y 7 LfE (mEqg/L) 4.33+0.43 4.33+0.43 4.24+0.36 4.24+0.33
=48 3,295 (89.4) | 3,288 (89.7) 240 (96.0) 244 (96.4)
miE» VvV v AfE| >4.8~
(mEQL) OhF = | <5 223 (6.0) 204 (5.6) 8(3.2) 6(2.4)
J— >5 168 (4.6) 172 (4.7) 2(0.8) 3(1.2)
R 0 2 (<0.1) 0 0
eGFR (mL/min/1.73m2) 67.62+21.65 | 67.991t21.74 | 62.97+15.74 | 62.11+15.11
=60 2,285 (62.00 | 2,254 (61.5) 146 (58.4) 140 (55.3)
> 45~
GFR < 60 745 (20.2) 789 (21.5) 67 (26.8) 75 (29.6)
(mL/min/1.73m?2) =925~
raistul <15 641 (17.4) 610 (16.6) 36 (14.4) 37 (14.6)
<25 15 (0.4) 12 (0.3) 1(0.4) 1(0.4)
K 0 1 (<0.1) 0 0
302.36 315.06 208.53 215.00
gﬁf{g E%gl/{g]) [105.47- [111.24- [81.00- [102.56-
749.05] 731.01] 593.65] 611.89]
<30 109 (3.0) 98 (2.7) 6 (2.4) 10 (4.0)
[EAEJR (mglg) OH fgg; 1,726(46.8) 1,688(46.0) 143(57.2) 136 (53.8)
7Y = =300 1,851(50.2) 1,878(51.2) 101(40.4) 107(42.3)
K 0 2 (<0.1) 0 0
HbAlc (%) 7.741+1.89 7.691+1.35 7.26+1.07 7.832+0.99
ARB 2,108 (57.2) | 2,104 (57.4) 232 (92.8) 238 (94.1)
ACE[HE$ 1,576 (42.8) 1,561 (42.6) 19 (7.6) 15 (5.9)
BE KK 1,774 (48.1) | 1,762 (48.1) 50 (20.0) 36 (14.2)
FIRIE 1,748 (47.4) | 1,748 (47.7) 49 (19.6) 51 (20.2)
PEIRIFTRRESE 3,607 (97.9) | 3,589 (97.9) 241 (96.4) 241 (95.3)
) A2V Y/ TFuas | 2023549 | 1,970 (53.7) 89 (35.6) 87 (34.4)
Eﬂf DPP4RH 3 %K 896 (24.3) 860 (23.5) 164 (65.6) 149 (58.9)
52 GLP-15 &R Ed) % 308 (8.4) 242 (6.6) 25 (10.0) 21 (8.3)
SGLT-2pH. %= %K 314 (8.5) 304 (8.3) 35 (14.0) 32 (12.6)
v T A RRE 2,561 (69.5) | 2,506 (68.4) 145 (58.0) 123 (48.6)
ZNHR T I R 1,037 (28.1) | 1,025 (28.0) 89 (35.6) 75 (29.6)
aZ Vv a s X —PRHERK 160 (4.3) 172 (4.7) 46 (18.4) 50 (19.8)
AT Y F= FRIEK 105 (2.8) 103 (2.8) 15 (6.0) 12 (4.7)
FT N F TS 144 (3.9) 144 (3.9) 36 (14.4) 29 (11.5)

BRI P T AR £ X 3n (%)




ARICE T SR

<&H%KH>

BEME (2REH)
FEFHEEE (DMEFEETY FRA 2 FRBEFTOHR)

IRBREE OB G (POl 17 4 x v URE3S.8TTHn A, 778 ARE35.893 % H Th -7
(FAS) , DIMEHEAT Y RARA Y MBI L2 7 7RI T D7 431/ VEEOHR
({1 95%CI) 1£0.87 (0.76-0.98) =) TH V., FHIV 27 #13% H HITK F X7
(p=0.0264. WFFRIZRMANTREE) @, 1EHTZV OFBRIT T 1 2L ) VRET3.8T%/4E, 7
T REETLAB%IFETh o7, F7-. 425 AR EY TORBBERBEY) |[ZHESINNT (10

A R s DOFRBLZ NS D 72 OB RIERBIE) 1347 TH

ST,

a) HR KO 95%CI 13831 Cox HflY— REF /L, pEiZfE5] Log-rank #&E (BRlIRT: 7A7 I R

Xy, ik, eGFR OF 7 IV — K OVLMILE R B OBEE O F )
b) DB OTRAE (41 » A) 1ZH bITWEHEIRE R O 2 7R,
¢) Kaplan-Meier #£EfE

DMEEEI Y FRA4 > FEIBETOEIBIOKaplan-Meierghifig (FAS)

(%)

204
HR (95%Cl) : 0.87 (0.76-0.98) (/@5 Cox kil N\ —KEF L)
p=0.0264 (@5 Log-rank #&7)

7ot

WRIETF - FITIRES. i, eGFROADF ) — ROV MEEBOREOH K

PEEIVID%

»
-’/
D_ = T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 (A)
BAIDA AR NERET ORI
FEGI#
T4zl /8 3,686 3,600 3.517 3,427 3,320 2,781 2,184 1,712 1,093 598
7St KRR 3,666 3,577 3.479 3,389 3.267 2,730 2,125 1,657 1,076 585
DMEEEIT Y FRA 2V FRUZOEREROFEEE (FAS)
S SR - AN
(n=3,686) (n=3,666) HR (95%CD) .
" " plE
wEO | wEE | mme | REE ’
(%) (%/4E) (%) (%/4E)
T ERHITE B
DIEEE =Y FHEA b [ 458120 | 387 [ 519042 | 445 [0.870.76:0.99 | 0.0264
PRRBIREAGIE B
INIIKE23 194 (5.3) 1.56 214 (5.8) 1.74 | 0.90(0.74-1.09) | 0.2742
HEEFEHY U 3E 103 (2.8) 0.85 102 (2.8) 0.85 | 0.99 (0.76-1.31) | 0.9628
FEBSE A 2 108 (2.9) 0.89 111 (3.0) 0.92 | 0.97(0.74-1.26) | 0.7932
% NN RPN 117 (3.2) 0.96 163 (4.4) 1.36 | 0.71 (0.56-0.90) | 0.0043

HR & 1'95%CLidJ@ Bl Cox e ffl ¥ — RET /L, plEidJER | Log-rankifE (BRI T : 77 I VIRK 5, H

B, eGFRO M 7 =V — KON R R OBEFE O A7 1)




ARICE T SR

Bl R I8 B

TREIGHEEE THLIBEAT Y RARA v MZBW T, 77 BRBECHTDH 7 4% ) v
FEOHR (ifH195%CI) 1X0.87 (0.76-1.01) TH V. FHitFHICHE BRI RENR -T2
(p=0.0689) * , HEAHNIHIE SN 7= BRI E D TFIMEIZRE LA D BIREEME H 2>V T

SRAICARAT L7,

a) HR (3#5 Cox N — RET L (ERIKT : 77 I VRK Sy, #idgk, eGFR o473 Y — KON

MAE BB OB DO F )

BEEIVFRA Y FRUZOEHEROHEEE (FAS)

Taxv ) R PAZAN i
(n=3,686) (n=3,666)
FELGE | BB | BIGE | LR

(%) (%/H) (%) (%/4)

HR (95%CI) pfE

7 B EHE H

BEATY FHA b

| 350 0.5) | 3.5

| 395 (10.8) | 3.58

[0.87 (0.76-1.01) |  0.0689

RERMFERIE
B2 R A D FEE 46 (1.2) 0.40 62 (1.7) 0.54 |0.72(0.49-1.05)| 0.0889
i N 32(0.9) 0.26 49 (1.3) 0.40 |0.64 (0.41-1.00) | 0.0458
e GFRIG T ]
(WERLL ) 28 (0.8) 0.24 38(1.0) 0.33 |0.71(0.43-1.16)| 0.1711
eGFR=40% DK T .
WERLL L) 338 (9.2) 3.04 | 385(10.5) | 3.49 |0.87(0.75-1.00)| 0.0526
L 0 — 2 (<0.1) - - -
BRBERERVEIRGEMIER OFKEFEZE (FAS)
TR R 75 AREE
(n=3,686) (n=3,666) HR (95%CD ”
RO | R | FEEPIEK | FEEE ° PR
(%) (%/4E) (%) (%/4E)

2R H

DIMEHAT Y FARA >

| 458 12.9) | 3.87

| 519(14.2) | 4.45

0.87 (0.76-0.989) | 0.0264

72 BRI B

BEAET RRA > b

| 3509.5) | 3.15

| 395(10.8) | 3.8

[0.87 (0.76-1.01) |  0.0689

Z O ORI H

2T OHEIARE 1,573 (42.7)| 16.91 |1,605 (43.8)| 17.52 0.97 -
oy A 333 (9.0) 2.68 | 870(10.1) | 3.01 0.89 —
4% H DUACRDZAL — — — — 0.68" —
BREEET Y FRA Y | 108 (2.9) 0.95 139 (3.8) 1.23 0.77 —
eGFR=57% DK T _
(HRLL L) 90 (2.4) 0.79 116 (3.2) 1.02 0.76

HR KU 95%CI (2J&@5l] Cox Hffl N — FET /v, p fEIZJER] Logrank B (&HIK T : 717 I URIX
Hulk, eGFR O 717 =) — KOV EHR B OBEE O A 1)

a)
BK+. UACR) ]
b)

R=Z2F5 A4 nHH 4 5 BETOED T T RIZHT A0 E8HE M [ANCOVA (GE248 &

BGRE E

BIRBEAETY RARA b BAREORIE [90 AR EO@MEENT (i i SUIMEBRET) O Bihs U

BRAE] . 4 BB EER T A=A T A MEDN S BT%LL EOEHER 7 eGFR KT, BIMEDOIREE E TD

HI R




V. BEICEI SIRE

FRAFTEmIEE

UACRDR—ZF A B DAL PReGFROR— 2 F A Vb DT OHERITILLT O

D,

UACRDR—R 54 v DZEAE (FAS)

0.9

0.8

0.7

0.6

0.5

Tt

1L/ B

(BRI 1) FO R TV AUNN—D,

T
48 (A)

0 N=A51» 4 12 24 36
BN

JEGIER
1R/ B 3,686 3,548 3,406 3,026 1,889 831
7oA 3664 3513 3.375 3,004 1,872 811
R—RFSA4A UM bDEHEILE (%) (FAS)

S 4 A 125 H 244 A 364 A 485 1

A4
T4 R — —37.5 —44.4 —41.8 —38.4 —29.2
75 R — —7.7 —-7.3 —6.7 —4.1 —1.0

eGFRORN—R 54 U b DEIE

(mL/min/1.73m?)

(@I | 1>30) FIRROS O\ AIN—),

| BAZFEF@EEO5%CI

(FAS)

—o— 1L/ B

T
~A=21
1

TEBIE

T

4

T13xb /8 3686 3629 3,540
7otAR# 3665 3606 3,524

T

8

3454
3454

T T T T T T

12 16 20 24 28 32
BEFHAR

3402 3312 3189 30563 2697 2270
3380 3301 3144 3026 2677 2223

36 40
1,900 1,576
1,883 1,561

T
44 48 (R)

1,253 841
1,233 817



V. BEICEI SIRE

BZ 2% (2FEH)

BlEA

BIVERIZ. 743V /7 VEETH60/3,683%1 (15.2%) .
IZEROHNTZ, FRFELRIIED D 7 AMIENENEN2106] (5.7%) KO1004] (2.7%) .
mep i U o LEEmaA326 (0.9%) K O17H

1K) E 23504 (1.4%) K O1161 (0.3%) .
. RERIE A RBID 32801 (0.8%) K ON8%] (0.5%) Tdh-o7-,
7R REET2TH (0.7%) |

(0.5

HERBWERIZ. 7431 /2 UBET356] (1.0%) .
oo ERFELSNT, BmA Y T AMIENZENEN156] (0.4%) K OBF] (0.1%AKdM) . &

%)

F09B1 (0.2%) O3B (0.1%AKii) Th-o7,

BREOFEPILICESTZRHENIZ, 7 0L VHEITH (2.6%)
RO bV, ERFLIEL, &Y v LAMIEN286] (0.8%) LKUBH] (0.1%) .

(1.4

%)

THIA1061 (0.3%) KOBHI (<0.1%) .
RIS FRA 66 (0.2%) KO (<0.1%) |

( <.
LTI

1%)

o 7-Fl

TEH (2

%EZ

L B8 RAB (0.1%) KO4fB] (0.1%) fz&;oto
PEEEAL A X2 R &2BR<S) 1X. 74 3V URETIR

7 B ABE TN L OEC GEIIAR) RNehthlfl (<0.1%) F>Th o7,

MmEH ) o LEICEES 5FER

BV T AMEICBE T DA EFERELY (X7 4 1L/ URE39641 (10. 8%)
RO BT, 26, IRBRIKEEEDOH A ERES (BIEH) °
77 v REEL146] (3.1%) Thot-, Emh Y ?Amlf“ ZRAET D EE R
HEREGI T 0 x L URE256] (0.7%) KOV 7 vAREET4AH] (0.1%)
t?ﬁi%%& L2161 (0.6%) L2641 (<0.1%) .

] (1.2%) KO13#1 (0.4%) ThHoT-, LIS

(5.3

24001 (6.5%) .

%)

’Cfb B bR olz,
MiFEH V7 LEDR—=ZT A G DEGTLLTD@EY , 7 4 KL VTN —AT A )

S DONEEACRDP RO RE -T2

X558 » AREAL (0.19£0.47TmEqg/L) TH-o7-,

LRS- HERG

7T REET413/3,65801 (11.3%)

\—utu &5 rbﬂ
o R

. LI REES34

fA A v WAt%bM%‘WJ (0.2%) kU0, %
BEEN5E (0.1%) KO

o320V (O AN

. T AREE1934
[E A A

N )
TRERSK D 5 |F |2 - - A E R8T 46
L. WIno&RERIZB W

W ORE R CLREILL EMmiE S UV v AMENS55mEq/LE B2 -HBEIT7 o 2L URE

478/3617f1 (13.2%) . 77 EAHE214/3595%1 (6.0%) . 6.0mEq/LA X 7= BFIL7 1 %
L J RES8KI363THI (2.3%) . 7T BAREE42/3617H1 (1.2%) I3 B iz,
a) MedDRAPT T@&EH U ¥ AMfiE] KON Tt U o A88H0)
MEH) DLEDOR—IXZ4 oMb DZEIL (SAF)
N2 R—=2AF A b DEA
T4 1% A 4 %A 87 H 12 % A 24 % H 36 1 H 48 » A 60 » H
7 4 X1/ | 4.33£0.43 | 0.17£0.44 | 0.18+£0.46 | 0.19£0.47 | 0.17+0.46 | 0.16+0.48 | 0.16+0.47 | 0.14+0.45 | —0.12+0.50
R (n=3,683) | (n=3,616) | (n=3,526) | (n=3,429) | (n=3,390) | (n=3,044) | (n=1,899) | (n=842) (n=9)
5 e | 4334043 | 0.0220.41 | 0.03+0.42 | 0.04+0.44 | 0.01+0.43 | 0.00£0.45 | 0.00+0.45 | 0.03+0.44 —0.24+0.49
(n=3,656) | (n=3,589) | (n=3,518) | (n=3,448) | (n=3,367) | (n=3,011) | (n=1,896) | (n=822) (n=8)

SEHfEESD (mEq/L)




ARICE T SR

<BAXA&EH>

BESE (BAAEH)

TRBRIE O G (FPOfE) 1 X7 o 3V ) U RE4T4T45 B, 778 R#46.784 % H TH - 7=

(FAS) . FEFHEE THLHLMEEET L FARA > MBI L7 78R REHCKT S 7 4
F v/ UBEOHR (fif195%CI) 1X0.65 (0.31-1.36) @ Toho7=, VEHT-Y ORBRTT 4
F U URETL26%/M4E, 7T B AREETLIONAETH - 7=,

FRRGHEEH THABEET Y RRA V MBS 7 4 2L/ U RED T T B RBECKT
HHR (Hif195%CI) 131.16 (0.63-2.14) ® Th oz, 1HEHZD ODFBRITT 4 xR
T2.43%/4E, 77 B REET2.09%/4FTh - 7=,

HAAEH O X ZHfEE R UEIRFHEE DORRE (BEAKMH. FAS)

S SVAZ 7T AR
(n=250) (n=253) HR (95%CD)
R BLBIEL FEBLR R BLBIEL B
(%) (%/4F) (%) (%/4F)
TR E
DIEEAETY RRA 2 b 12 (4.8) 1.26 18 (7.1) 1.90 0.65 (0.31-1.36)
INIIK=27d 2(0.8) 0.21 3(1.2) 0.31 0.64 (0.11-3.83)
FEELBEH) LT ZE 3(1.2) 0.31 2(0.8) 0.21 1.59 (0.26-9.52)
FEBBEHIH 25 5 (2.0) 0.52 10 (4.0) 1.04 0.48 0.17-1.42)
DAL B AR 2(0.8) 0.21 4(1.6) 0.41 0.48 (0.09-2.64)
F= 7 B EEAT T
BEATY RARA b 22 (8.8) 2.43 19 (7.5) 2.09 1.16 (0.63-2.14)
B R DIE 4(1.6) 0.43 1(0.4) 0.11 4.53 (0.50-40.94)
KRB R4 3(1.2) 0.31 2(0.8) 0.21 1.56 (0.26-9.33)
eGFR
< 15mL/min/1.73m? 4(1.6) 0.43 1(0.4) 0.11 4.53 (0.50-40.94)
(4HEMLLE)
ei%;gﬁ(g’m&F 22 (8.8) 2.43 19 (7.5) 2.09 1.18 (0.64-2.19)
T NS 0 — 0 _
Z OO FIR AT E H
AT OHMEARE 109 (43.6) 15.20 120 (47.4) 16.32 0.93 (0.72-1.21)
ey A 5 (2.0) 0.52 11 (4.3) 1.13 0.46 (0.16-1.32)
4% H DUACRDZEAL, — — — 0.68 (0.62-0.75)"
BHATY RRA Y 8(3.2) 0.87 3(1.2) 0.33 2.66 (0.71-10.04)
eiﬁﬁﬁg PET 8(3.2) 0.87 3(1.2) 0.33 | 2.90 (0.77-10.95)

HR 1385 Cox Y — KEF/L (BHIKRT- : 77 I U RES, Hilli, eGFR O 7 Y — KOV IME

PR OBEE D 1)

a) N—=2ZATABE 4 #AFETOBIDOT T ERICHT O HHEE [ANCOVA (AR : 5/,
JERIA ¥, UACR) ]

b) BIRBEHEAETY RRA 2 b BAEORE (90 HELL EOBYEBENT (MiGENT SUIMEBENT) DRIMh
XA . 4 WL BT 5 N— 2 T A UED D BT%LL EOFHI 7 eGFR KT, BIBIE DRI E T
DI



V. BEICEI SIRE

BZ2% (HAAEH)

Bl1ER

AARNEFICBT 2EIERIZ. 7 43/ VEET24/25161 (9.6%) . 7 7 & REET13/252
Bl (5.2%) IZRBH BT, ERFEGT, MFH Y T AEMNZNENH (2.0%) KO

(0.4%) . BV U AMIENAE] (1.6%) K OB (0.4%) . FFEEN2(] (0.8%) K U0AI,
TR0 (0.8%) KO1H] (0.4%) THoiz,

HEZBRWERIZ, 74 3L UHETITREO LT, 77 2R CIIAFMIERE & OWENRE 234
141 (0.4%) 1ZFEH BT,

IRBREOEH P ILICESTZRBIERIZ. 70 x L UHE8H (3.2%) . 77 B REE6H] (2.4%)
WO B, TOWRIE, 74 1V URECIHFEELOMA B U w7 A8 %261 (0.8%)
SRS . IFHEREMREME EH. BREBEROEENE 1M (0.4%) . 77 B AREETIIIHZ 20

(0.8%) . REIMAERARRERE S, TAmiaRs, etk OBR 34161 (0.4%) Th-oT-,
WIZESTZEWER (FMEREGA X R &2FR<S) 12, 743X L/ VEECIIREO LT, 7
7 B AREE O 1E] (0.4%) 238D bz,

mEFEH) ILEIZEEST HER

EH Y T AMAEICBET DA EEFRY 1L, 70 x L URE30/25101] (12.0%) . 7T B AREE
12/252f1 (4.8%) IZ@RDHNTZ, 95, {ERELEHEOH L HFEES EWER) @ X, 7
74 3L BRI (3.6%) . T EAREE2B] (0.8%) ThHhoT-, IRBIEOELHILIZE ST
HEFEGIL, 74023V VRET26] (0.8%) IR BTz,

WP O S TIEILL EfiE S Y o AMENS5mEqLE B2 - EBEIL. 701 ) VR
21/251%1 (8.4%) . 77 &AREES/25261] (2.0%) . 6.0mEq/L&z @ X 7-HB& X, 7411/
VREBI25101 (2.0%) . 7T B AREEL/25261 (0.4%) IZEEH BT,

a) MedDRA PT &4 U 7 AIfAE] KON Mg s U o AHEIN)

) AAOAGE SN MEROCHET, HEE, RAZE7 2V o LTUTOMELZ 1R 1R AR
59 %, eGFR 7% 60mL/min/1.73m2 LA L : 20mg, eGFR 7% 60mL/min/1.73m2 £fifi : 10mg 75 & 5-
ZBM L. MiGA Y 7 AME, eGFRIZIGU T, &EBLGND 4 %% BHZIZ 20mg ~E&ET 5, | T
H%,

2) RLMHER
R L

(0) BF - MERIFER
RS L

(6) ‘mmAIER

D) ERBERE (—RERARGERE. BEERRERE. ERARKBILEERR) |
BERFRT —IN—RXRE. HERFTRERFRORE

BOEIRTER T —F ~N—AHA (BHREIR T, m U ¥ L)

2MUBEIR P & B OF T DABMER IR BB 2 R & LT, AEOMMFERE NITBIT LA~ b
DIEFURILAE 2 IR L Eﬂﬂﬁ‘é L& BT, BIMOZEMROES ZETT %,

£7o. AHEOMHERE k?émﬁ)?Amfﬁﬁﬁ%ﬁﬁuowf%%bﬁTW%b\
a9 2%,

DERBEMELTERTFENDRERITIER L -HE - ABROBE
RHERR L

() Z At
R L



VI. EMEEICEHT HIEH

1. EBPMICEEHBEEMI T EME
ACB) T b, 2TV v mHREL Y (IRT AT L RRARETE) %
(R : B0 5 B AMOMEUTHTE L, BFOBFIRLCEBRT 5 2 &)

2. EBER
(1) e RERGL - YRR Y

TAF LT, FERATa A RERRINI X T L a LT af RZREERZE (MRA) Tho,
EFAEEFICAT oA FERAEA ST, BRI XTI Vva LT o RZEE (MR) IZHE
35 Z & T, MROIBREIEMEAL 2435,
MR LB g D FRANE S D b R Rk O, IR BB, DRI S 2K BB L T\ 5,
MROIEMACIZIZ, V=T o PFT oy - TV RATa RO RKEYN TH DT IV AT
2 AZHIZ, MR e IR RO A A BB EUE DR EE T2 BV T, RaclZE DK 72N EHE
MROIEMALIZEI G- L, MRZBRENEMEAL S5 2 & CREME JHEREE R < Zfikic BT
RIE R OB 2 5 i 27,
MBMEE R (CKD) 2 0B B RAOEITIBR T, B2 MROBRTE AL A %K
SE K ORRMEL 2 (R U, B IR CIIRERIABE E O R NEE, JRANE MR, DIET
TRDIER, DR LS OlERREED —K L 72 5 Z E M ST\ 5,
7 4RV TN T VBN T, RIAE L ORME L A ] L, B OB RERE T iR
W, BHERAE N & > X7 JROFEEIMG], O kE LTI AE RS D i B L 45 o 1 2h
BRLIZ, TRHDZEND, 7 4 3L TRIENK OB %2 5 & 2 Z T MROBRITEE
fBZmfld 25 2 & T, DI - BigbEEOBECERNGICHEST5EE5 12015,

IR AT ORTFER PIERATOVIERFER

' VEFR S . RIR @A
FrIATIIU] BEHEERES
T
Iy I
?//#T///]I _ Rac
FIRAFOY
MROBF;E (L
[ I
R O RAE R UiRAEAL BRERBES
I I
DRBX T L/ AT E
D ERFRHEAL RIRFEEE
DREE ARG NEE
/DA AR PRAAE ) AR AL
BE BE

@ onzmmmz 69

Bauersachs J, et al. Hyperten. 2015; 65(2): 257-263. Nishiyama A, Hypertens Res. 2019; 42(3): 293-300 & v /£



VI. EMEEICEHT HIEH

() FENH=E T+ HHAEBRRAE
1) ZREREEERERE (/in vitro)
Dk FMRIZ® T B EEEEHMME (/n vitro)
t FMRZZERHF SE- MEIREMIARHER293 2 W2 BahcBWnWT, 7 4L /v
BOAYa 257 hoFBHIZ L RATF > O NMR~OFE S % R FRICTHE L,
ICsofilx 7 4 F L/ > C23.9nM. A1 /57 hCl6.0nMTh o7,

PBHI7ZIL FRFOVDOE FMREBS 12X T 52 E RIGE#R

(CPM) FAZAM: [PFH]7IEAFOY 500pM
350 | R e 3Vya%
A
A AEO/ TR
250
¥
-
i
=
i=
-
[=]
150 A
50 B e B A A TS L S A AT
10 1010 10° 10% 107 10° 105

Tl £SD

| [RB7IE] 2Rt NMROCDNAZZENIC A THA LZHEK293/la 2 L, 7 T=2 kT |
1% EHIT b AT 11 2 500pMA HHE ) 7 188 LCHEBREE (74 %1/ > InM~3pME T |
AEB /T2 hr0.3nM~1aM) OFEAREZR HIE L7z, '

@t FRXFTAA FHRILVEVZBRISHT H5BRME (/in vitro) 7
t RMRU Y RS FAA U ERERBLI VT ¥ A =— AN AR =R CHO-
K1ZHWEREHZBWNT, 74 %L 2 LIET7 A RRTFr O NMRIGHALIER % 1R (k17
MICRHE L, 74 %L /2, AR )57 h RO LL ) DTV RATr LD
t MMRIEHAGIZH T 2ICs0fE CE¥IME) 13F N2 1TnM, 28nM & (N990nM T dh - 7=,
Fr. T 40Rxv 2 vF s vaanrFaL R (avFS— A ERalLFaxrTaey) FOX
DOCA® & hMRIEFMALIEM 2L L7z,



VI.

EDEEICHT HHE

FILEXTAVIZESE MREMEICx T IR ERGEHER

FPAdZAM:7IEAFOX1nM

40000 - - .
m xS

A 2O/ ZTRr

30000 -

20000 4

RLU

10000

T

10¢ 10® 107 10% 108

FAEESD
RE (M)

RLU : V¥ 7 =7 —BIEMEIC K D3O8 E

E FMRIETEAEIZXE 9 5 [CsofE

I1Cs0[nM]
T RAT T a)F— a)FaxTa DOCA
S A 17 5 24 46
=l A 28 19 41 114
=L 990 360 940 1970

SEHE (74 x> n=9, A0 /T2 hn=156, =7 L L/ n=54)
a) MisxEfET — &

. e b7 Ry UER (AR) Uy RREG AL v 2 LERSL S & 7-CHO-K1
fazHWEmEHzB W T, 743/ VdxE1I0pME TV Rr7 A AT 1O FAR
EIHEIER 2% Lie o T, AR ) T 7 b ATRERFAZ2BLEER 278 LT,
FERIC, B hZvaarFaf R Faryxsany 22 barrzgh (ZnehGR,
PR, ERaX 'ERB) 12X/ LT, 7 4 R L/ Vi3fm10pME T, A2 ARSI 392
FEME RS, BIRMRIEHTEH TH S Z LavRShc,




:

S

\
”»

EE(CET HIEAE

PERFABTRMRTAVIZE S E MARFEHIEICK T HIRERGHR

FAZAM:PEFOFAMAFTOY3NM

13500 1 m Jaxlb /s
A AEO/STR
11000 E
—
8500 - ——— E
3 A N
T N
6000 - Na
N\
N\
N\
3500 - \\\
RN
~
N
1000 ~d
1010 109 10% 107 10€ 10®
BE (M) E{E £SD
RLU : Vo7 = 7 —BIEMEIC & 2 x5 e
ERRTOA4 FRILECZERIZHT B 1C05fE
ICs0[nM]
MR? AR? GR? PR’ ERa” ERB’
e A 17 110000 #110000 110000 110000 #210000
A=A AN 28 160 2430 15007 5970 4940
=1L )9 990 122000 #121000 131000 #130000 #130000

a) EHE (74212 :3~9fl, Avu /) F 7 b 2~156%], =L L /v : 8~54 %)

b) {5 fiE
¢ Mis&ERT —#

d) Avwr /77 FUFPRICKHLTCT I=X MEAZRT 729 ECs0 2777,

| [RBFE] b AT FALECZAK (MR, AR, GR. PR, ERaO'ERB) ® VU # Fiié |

KA A > & GALA DNAFS A RA A ORGS0 8

. WNICGALAFE A= L A v RO Z L

Ny T 27 —EBBETEGLTIVUF I —ET e —F—ar A NT7 V7 NERERBLT D
CHO-K1 #ifigic, =2 Eicktd57d=2F (MR: 7V RATrY, AR: YE KRBT A KA |
Fuy, GR:FxH A%V PR: 7us25uy, ERWERB : 1782 k5 U4 —L) 1F{F |
FTOHBRWE (7 1%L/ 0.3nM~10pM, A1 /57 k0.3nM~10pM, =7 L L/
3nM~30uM) ZMZ, BZHFEEELICE ORI LAY 7 =7 —BiGME GEOLRE) 2 HE

L7z, [RIERIZ,

(29D A R E O BLE VR 2T L7,

aF—), arFazsar, DOCAZT =R k& L7z & & OMRIEMA




VI. EMEEICEHT HIEH

GVMRADILF a2 L—2—DEE EEEFRRICHIT BER (invitro)
T RAT 0 AFAE F R OIEGFE FICBITA2MRO Y H o RiE RAAL v al X ol —H
—DOFERITH LT, 74 %L/ (—83~—51logM) MU= F L L/ (—7.83~4 logM)
MBETHEEZXTTF RT VAITIC KV E LT, 2O/, 7V RAT v AFETICE
W, MERIEITWIFNns 27 7 FX—%— (SRC1, TRAP220, TIFla, PGC-la& O
ASC2) DA ZBEREKRFANCIEL, £/22 U 7L v — (NCoR1) DiEd & IREMKIFH)
AR LT,
F72. 7 v NMREZERBIETT v MUAMEE HIC2IZ TV RAT v U FHEFTT «
/v (50nM~5uM) . =7 L L/ (50nM~50uM) XiZAvw /77 ¥ (50nM
~5pM) ZHA L., MROFERIEE T T 5 TNX K CADAMTS-1 0O mRNAFHL & 4 M L
TefER, 7 4 RV VERINMERZIE O T ORE T H TNX LK TADAMTS-10OmRNAE O
DD Hivie, =7 L L VIRINERCIETNXIZ500nM L . ADAMTS-11350uM TmRNA
REEDKTNED LN, A0 /T 7 N URMEEICIETNXO mRNAR B &I 2 LIEER
D 5T, ADAMTS-VE5uMIF N ICmRNARH EME T L7z,

SRC1: AT v A RZREEK2T 7 FX—4%—1, TRAP220 : RNA RY 2 7 —FI#REH} 7= b1,
TIFla : EEEHPMKEFla, PGC-1a : ~F ¥ — AHITERIEMALZ BIky 2 7 7 F~N— % —1a, ASC2 :
EMELy 7 Fvadg 77 v—4—2 NCoR1 : BNZHEEKA ) 7Ly ¥ —1, TNX : 7 %A ¥ -X,
ADAMTS-1 : A disintegrin and metallopeptidase with thrombospondin type 1 motif 1

2)F o LFIERER
OEEFES v M ZHTREERESHOT U ILRHRER (S k) 7
Ty MI7 4 %1/ 20.3~100mg/kg XiZ=7 L L /> 3~100mg/kg % Halfk O &5 L= &
X, 743/ 100mglkeght (k@ FE) COARBARREIC N THERRERNZ R LT
(p<0.01. Student’s t/E) . —hH. 74 XL /RO T L L 30T bRET
Nat/K+REZH 2 A EEFAE M S &, BRI~ THERT M v AFRIERZ 78 L
7= (p<0.05, p<0.01, p<0.005, Student’s thiE, HEM) ,

FRE KR UFRFNa' /KRELIZH T 5/EH

(mL) 73 %* (mM/mM) Na*/K*

R & (O~8E5fE)
(&3]
R Nat/K+ (0~8 Ffill)

## 03 1 3 10 30 100 3 10 30 100 (me/ke) #k 03 1 3 10 30 100 3 10 30 100 (me/ke)
TS 7L/ PEE APV % 7L/

SERIEHERERR S (EAn=7, % Dfin=8)
% p<0.05, 3k *kp<0.01. * * %k p<0.005 vs #AE#E (Student’s thE)

[REBaFE] 72 IREAERY 5 %7~ v b (Wistar, #E, &#6~8f) 7 %L /> (0.8, 1. |
3. 10, 30%T*100mg/kg) . =F L L /> (3, 10, 30%T*100mglkg) XIXHEMAR % HlmlsiklE 0 |
Beh L, SEFMEIR L CIREZNE L-, /2. RPNatREROKRE L 7 L— A5 61k TRl
E LT,



VI. EMEEICEHT HIEH

QEME A X IZHITHEEIFREEDF ) DLFIRERA (41 X) 17
A RIZT7 4 X/ 20.001~1mgkg XA T /77 b 0.3mgkgZ Bl O&E L= & X,
7 4%/ 0.0lmgkglh EOBER A Y 1 ) T 7 b UBECIEIR P Na /KRB L MR RE (2
HRTHER ERZ/R LT (p<0.05, tHiE) . 743V / AIWThoHETYH, migEd
T RAT R ARER O Y U LREICEEL RIT I ool

| [RBE] RBRELAICA X (E—2 0, K6/ HE3F) 1270 Ra o Ty L 0.3mgh ki &G
L L. #2HICZ 4 %L /> (0.001, 0.01. 0.1%mgkg) . AER /T2 h10.3mgkg LIt .
RABMERAOEE L6 BRRICIIER 7L R2T o U BER D U 7 AEE . R NatEE ko §
O KAREARIE LT, :
3) B EFHEREZDDOCA-saltETILIZEITRER (Sv k) 72
Ry lgas e E 2 £E 5 MRIKFEM S IEET /L THHDOCA-salt7 v F&EHANT, 74 %L/
> DS O RO« FEREIC X D52 B8 % M L 7=,

DI E R i~ DA

1038 #% OUAFESIMLE 1L, SRR X TDOCA-salt 7 ~ MEARETAHEIC LF L, BAREC
ERTT7 4%V U 10mgkg/ HEETAHEICIK T LZE (W dp<0.05, ANOVAK
Newman-Keuls?® % & tbigiin &, LA T RIER)

AR TEE (11%) 2BV T, DBROIERE RN TV v ORETH L LER KR
%, RTFREEICHE R TDOCA-salt 7 v MEKBECH RSN L, AR TT7 o 2L v
1 OM0mg/kg/ HEETHEIZIK T L7 (W bp<0.056) . £7., NT-proBNPIREIL, *t
MHEIZ X TDOCA-salt 7 » N OEAREECHEICHEIN L, BUARECEETT7 o 3L B
KM 0mg/kg/ HHETHEIZIK T L (W bp<0.05) .

FRBRAL T IR I Ehi L 72 R FRMAR RO R BV T, DOCA-salt 7 v b OBERRECTIXIA 5 278
DA R OSSR LR A B, UV ET U o ZIEFROMEIT L ORI & £ 9 JRFLFH O RS FEE )3
NS, T4 RV URETIIRE OO K OMILAE AL FERD BT,

IeHEEAmE, DEE A AELRPMEHNT-proBNPRE I RIFS#E (DOCA-saltT v )

IS §& #A fn I £ DERE
(mmHeg) (g/1008/BW)
) 0.45-
0.404
0.354
0.304
0.25-
0.204
0.15+4
0.104
0.054
0.00-
HR priey 0.1 1 10 30 100 R ik 01 1 10 30 100

1RS> v/ 1R/ 7L/

FE &3S
fag i BN




VI.

:

S

AY

"

HEEICET HRE

(p&/100uL) m#Eh NT-proBNPBE

25 4
!
. |
Mo T
z
m
[=]
s
e
z
+
&
=]

%58 {122 01 1 10 30 100
PR vy

PEEHARIERE (n=6~11)
% p<0.05 vs BEARE, #p<0.05vs =7 L L/ VBt (ANOVAK U'Newman-Keuls % 5 Ll E)

DOCA : T AF ¥ arFaxsa U Fifgo A7/, NT-proBNP : & MitET b U o AF|RSTF REEEA

N~ Z 7 * > bk

@

Bhg~D{ER

AR TEE (11%) 2BV T, BIOBERE RN TV VI ORIETHLIEERE IREL
%, RTEREEICEENTDOCA-salt 7 » b OEARFECHEICHIM L, BAREC T s 1x L/
Y1 O0mgkg/ HEECTHBEIIK T L (WTFi1dp<0.05. ANOVA X (*Newman-Keuls
DL BEIBHE. LTREE) o £, RE 27 IR 7 VT F = ld, sHREEICH T
DOCA-salt7 v N OBARECHEBEICHM L, BUABEIZIEXT7 4 x L/ »10mg/kg/ H#E T

BIIKTLE (WIFndbp<0.05) .

X512, BIRICBITARIEME., BRI EE Y ETF Y v SO~ —h—BETOREIZ. WTh
H X FREEIC X TDOCA-salt 7 v F DA CAEIZHEM L, #RREICEERTT7 o x L )

1% O10mg/kg/ H THEIZRED L7 (W T itbp<0.05)
BEERUVRE UNYIZRIFTEE (DOCA-saltZ v +)

(g/1008/BW) BEE = Ra N
1.2 20
1.1 &
1.04 1 P T
& 09- IN 45
& 084 * 7
B 074 Z
/0.6 * R 404
* 05 7
& 044 * ';
. 034 0.5
0.2 E "
0.1 4 > *
0.0 ‘ ' it oo - -
HE@ s 0.1 1 10 *H8 i 0.1 1 10
PRV 1zt

FEIEHAERERRE (n=6~11)
% p<0.05 vs #ifAHE (ANOVAK 'Newman-Keuls D £ 5 ik &)
DOCA : TAAF v aLFarRTa  Filgm AT )L



VI. EMEEICEHT HIEH

Rel. expr.dCt

Rel. expr.dCt

Rel. expr. dCt

BB T HRENE. BEIERVVETYIDOI—H—EBEFEBRICRIZTTHZE (DOCA-
saltZ v k)

PAI-1 Osteopontin
1200 - 60000
1100 -
1000 50000
900 5
800 T 40000
700 Py T
600 X 30000
500 o
400 < 20000
300 - o
200 . * Y 10000+ * .
100 - . *
01 = . B ol [
boycl Wik 0.1 1 10 R ik 0.1 1 10
1L/ Z1xb/
KIM-1 MCP-1
1000 - 450
400
750 - & 350 T
T 300
|-
i 5 250
500 X 2004
*
- 150
250 2 00l = - #
- B m
0 - : B s 0 : :
bocl ik 0.1 1 10 iR itk 0.1 1 10
Z1xb S Taxb /v
TIMP-1 MMP-2
600 -
3000 -
- 500 +
T 5
2000 - E‘ 400 4 T
2 300 -
[}
1000 - — 200 *
& s
* . - "~ & i =
ol = [ B e oL T B
boi:l gix 0.1 1 10 por: 19tk 0.1 1 10
Tz Tzl

EHMEAEAERR A (n=6~11)

% p<0.05 vs AR (ANOVA K U'Newman-Keuls D % & LG E)

DOCA : TAAF v aLFarRTa  Filgm AT )L

KIM-1 : BBy -1, MCP-1 : HERELHES Vo781, MMP-2: ~ kU v 7 AxXZaras7 7 —8-
2, PAI-1: 77 2 /) — 7 AEMALBFER T-1, TIMP-1: fil#A ¥ v m7 7 —BHEWE-1

ﬁﬁ%jﬂf] Z v b (Sprague-Dawley, M, &#F6~11%1) O—MBZMmHE L, 1ARZ L LEA

ﬁ (1% NaCliFR Ok e 5) EDOCA (30mglkg) M 1FEIE T 5 % 1008 Mifkle LT, Kibhigs
EHEME) EIMET v b EF L (DOCA-saltT v k) Z{ERk L=, £7-. B4 Lﬁb\%%ﬁrﬁi i

%#@Lﬁ.ﬁﬁit L7z, DOCA-salt7 v MZIFDOCA# GRILGA LV, 74 %L /> (0.1, 13F |

10mg/kg) . =7 L L/ (30X1%100mgrkg) XIFHEAKA 1 H 177 A MG SRR 0 #5- Lz,

e 5-BRAG 10 IGHE I I E 2 Lz, BB TR (1L%) IO ER MAE, BEE

REM, MEETNT-proBNP, JRZ /327 Ri7 LT F= 2E L, DR OB KO

ZA & B FIRIC LV BRE L, E2, BEREN O LZRNAY v E T, 7

v RAT a AKGHEORIEMSE, B LR RN TV v 7 O~——#EiET (PAI-1,

Osteopontin, KIM-1, MCP 1. TIMP-1%XUOMMP-2) O3l % E&FIPCRIETHIE L7,



VI. EMEEICEHT HIEH

4 EMEERFZFKCKDETIVIZEIFTBER (Sy k) T
M FEERFEHRCKDZ v hET LV EHNWT, 7431/ o OCKDIZ)T 2% 528 % 5 L 7=,
IVLTF U R ORBEE, RE 37 BT, CKDT v F OBARECTHIREE L LR THE
W EAL (V7 F=0 KORFRE p<0.01, JRZ /37 & p<0.0001, \ T4 Hone-way
ANOVA, DLFFER) . 74 RV UBECTHABLERXRTHEREIZKTLE (Wit

p<0.01) .
Wmﬁﬁ X, ﬁ%ﬁfﬁ%ﬁewmfﬁ W EH L, 7430V ) VEECHREE L L_TH
IR TF L7 (W6 p<0.001) . B EIL., BYARE L SHBEEOMICAEEIX A DN

#ot¢\74%&//ﬁfﬁWﬁkw@LTﬁﬁ’LﬂLﬁ_mwom)oﬁﬁ@WE@\
BERRE, 7 4 1 b BRI L RITRED DRI T,

A B C
(umol/L) (mmol/L) (mg/24h)
e I e L e * * 207 T
0 } 1 b |
g 150 1 200 T
3 2 |
7 100+ 73 >
3:—' % 9 100 A
Z B 10
b 504 —
jg E % p— — 50 1 AL
0 T T T 0 T T T 0 T T T
poLi] wE TaxbJS 108 wE TaxbJSr *188 WE JaxLSv
D E F
(mmHg/zmé)_ s N o . (mL/n;i;)_ ” (mmHg/mL)
120
= T = B o=
B 104 ¥ 90 4
I 15 g  —| 1 1
o104 e . L n
5. 30
O T T T O T T T O T T T
R WE T/ FoL] wE 1L SR BiE TaxL/
A:7Lv7rTF=y
B : K%
C:RF Y
D : BifEEht
E : &yt &
F - P ABREE

PfE (G (n=7~9)
*p<0.01, * *kp<0.001, 3k * % p<0.0001 (one-way ANOVA)

Lattenist L, et al., Nonsteroidal Mineralocorticoid Receptor Antagonist Finerenone Protects Against Acute
Kidney Injury—Mediated Chronic Kidney Disease Role of Oxidative Stress, Hypertension, 69(5), 870-878.
https://www.ahajournals.org/doi/10.1161/HYPERTENSIONAHA.116.08526

ZpE ) T eh STANEN ﬁ%ﬁfi@ﬁm#%®L%\m%%ﬂﬁ@fﬁ&@%ﬁ%@k@
BRSO AL, BEEOBEIELE R 3 7 136l & i U CTHEICE N TEB, 743/
VRETIEE D OFFE OFRBLHNHI S d, Bmmirrx:7iﬁ¢ﬁkw@bfﬁﬁm
KT LEZ (W T p<0.001) , BRHELOEEL X 2713, BUYARECxIBEE L it L CFH



\e
’

|
KA

ENEEICEHT HRE

BElZmm < (p<0.0001) . 74 XL/ URECHARRE & bl L CHEICIK T L7z (p<0.001) .
B EE D~ —H —Td HNGALK CKIM-10OmRNAFHL &1, ﬁ%ﬁfﬁ%ﬁ&%@bfﬁ
Elzm <. NGALOmRNARHEILZ, 74 3* L/ VRECTHARRE L LI L CTHE ﬁ#ot
(W T Hp<0.01) . 74 R L/ UEEE A OKIM-1OmRNAFRBLE&IZCH B AITRD b
WA I

o
o
m

- i
g 2 g 2 i
=
Z
z 3
7 7
° 0
7f$l///
c F
o0 osMA
E-cad\erln-—g
0 Bactin  S——
2 600
3 25
. .
5400 ——
z 20
200

a-SMA/B-actin
5

ol WiE PAE 1
250 051
[
200 00 . = =
» boicd Wix PAE 4
D 150
<
= 15+
2 100 - o
g
50
0

i PAE D

E-cadherin/B-actin
o =
ko s
.

s W TS
BHG (N hFRT U v s oAU Y A)

EPEEEEE AT

BhEE~— T — (NGAL., KIM-1)

BRRkGE ( U v ALy RYL)

D BRAE L ERIEEE R 27

Bt~ —2— (a-SMA, E-cadherin)

HEHgoQw»

HFfE (#FE)  (n=7~9)

% p<0.01. 3 kp<0.001, 3 * *kp<0.0001 (one-way ANOVA)

N@m FHERE T FF—BHEAMEY R DY v, KIM-1 : BlgEES 71, a-SMA : o FiBfG T 7 F
EEIEE R a7 RS IR A PR, MR, JRIRARAE & LB S U RS OFIE & BRIT Ik

@i? %mbto1.<%%\2.%%~m%\s.m%~%%\4.m%~mwm

PHALEIEE R 27 « a5 =AU OS2 HEL LIZABOBRMILOEIS Z I, koL HIcHEH L,

1 <25%. 2 :26%~50%. 3 :51%~T5%. 4 : 76%~100%,

(ﬁﬁﬁjﬂézl 7w b (Wistar, fE, 1 #E7~961) OB ZIMEEME 7 T o 7 CHeA, :
Sy A F5F U 7 1% CUL it 2 PN S ¥ TR M FERBRCKDE T VA ERk L, ﬁ[ﬂlﬁ
@F@?%%#@\M&Umﬁﬁw 7 4%/ (10mgke) XITBHEZRA#E L, &
7o, REMLFFEDRALE 2 i S 22 MR FIREE A e FRIFE & U 7o, BRI ARETRALE 04 H %I g
JVTF U RORFRE, RY 23y BIROMATEIE, A RBREIRELZRE L, BROBE |
FHEAL A B P B KV BRE L, 2. BEHE~— U —#{s7 (NGAL, KIM-1)
DR ELE EEMPCRIET, Bkt~ —H—% L 327E (a-SMA, E-cadherin) % 7 = A ¥
Ve 7my METHIELZ,
Lattenist L, et al., Nonsteroidal Mineralocorticoid Receptor Antagonist Finerenone Protects Against Acute
Kidney Injury—Mediated Chronic Kidney Disease Role of Oxidative Stress, Hypertension, 69(5), 870-878.
https://www.ahajournals.org/doi/10.1161/HYPERTENSIONAHA.116.08526



VI. EMEEICEHT HIEH

5) IBHEIDARAEE (M) ETILIZEITRER (Sy k) W7

DI EF R LAEET NV THHMIT v FEHANT, 7 40 3 OLKERRICKT T 5 2
Ze M L 72

8 DA MATENREIE TN T, dp/dtmax COIUHE) (36T HREE & X TMIZ v s OBEK
HETHEBIZHD U, AR T 7 4 2L/ v 1mgkg/ HEETHEICHM L (W
p=0.05. unpaired student’s tfE, LA FFEIER) . £72. dp/dtmin COHHEE) 1L, XFHREEE
EERTEABECHEICHML, BARE LT 7 o x L/ »1mgkg/ H THEICHED LT-
(WFIHp=0.05) . MAEFNT-proBNPIREE &, < RHE & X CHUARECH RIS L,
BAREE L LT 7 4 3L/ U 1mglkg/ HEECTHEICEA Lz (Wb p=0.05) .

AEEMITENRE R VO MM#EENT-proBNPEEIZ R IFTELE (MIT v )

(mmHe/sec) DR R (mmHe/sec) D3RR
9000+
*
T 1000
7500 *
- -2500
6000
i £ -4000-
e =
T 4500 9
a a -5500- L
° o
3000 -7000 *
o
1500 8500 i
0- -10000 T T T T T T T
MR Wk 01 03 1.0  Eple. Ena. W@ M 01 03 1.0  Eple. Ena.
1RS> Z1b /v
(pg/100pL) mi¥EFNT-proBNP BE
25 -
W op-
= T
o
z
m 15
2
2 -
= i
E 10
H
g s
0_
xR Bk 0.1 0.3 1.0 Eple. Ena.

Taxb S

TPEEHEHERRTE (n=10~14) *p=0.05 vs AAHE (unpaired Student’s tiR7E) cMI : 1B LAHFEZE,

Eple : =7 L L/ > 100mg/kg/H. Ena : =77 7V /L'10mg/kg/H

(aﬁﬁ&17/h(WmM M. 1REL0~1461) Ofea@hRET F1TR O ARSI L 0 B HEL
FEZE (cMI) ET VAR LTz, M8 Z /55 LIRWAFINEEZ TR S Lc, cMIT v Mifﬁ%
BRoLEBEG»S 7 o x> (0.1, 0.3XX1mgkg/H) . =7 L L /> (100mg/kg/H) .
FZ 7V (10mgkg/ B) IEfAZ1B 10, 8 EMMHIREO®RS Lz, Bk %H(&g@
WZAEDEICH T =T VEFA L TIATEIEA JIE L7z, F7o, mAEHFNT-proBNPE & 4 HlE L

(3) ERFIRBERT - HikrERa
BMER e L



VI. EYEREICET HIEH

1.

it b DR
(1) A5 LA B eh e
AR L

Q) EERABRTHER SN IPRE
DERFRERUVURERS (KE&15171) ?

HANAERE AR N B 276 (K& GHEIF]) (27 4 %L/ 10, 20 (M40mg % HL[FI% 11 $¢ 5
LizE &, WS, 10K 020mgA 1H 2/, 40mg4 1H 1A, 10H BKERO&RE LZ & =
DIER 7 ¢ 2V 7 REHERS K OB RE T A — XX, LITO#EY Tholz,
AR, MET 7 ¢ 2L BE TR 5-0.75~1.000F E# 12 Cmaxt 2 L, K12~ 31 D
tye CIE T L7z, AUCK O CmaxlTFAEIZELH] L THIM L 7=,
BB HRE, AR~ ¢ 2L v O IR EhREREE X BRI 50 & bl L TR & 2B bide <,
AUCmd THEIZHAEI L THIM L 72, KE#EGREOAUComal, BRI GREOAUCD1.33~
1.53(%TH -7,

HEESHOmMER I+ rL/ VIEEHR
(ug/L)
10000

—— TJ1xL /2 10mg (n=9)

(n=9)
seeepm--- T4l /22 40mg (n=9)

1000 -

100

RN THABEE
o

0.1

HE ] T F il = R (o] AR 22

0.01 4

T T T T T T T T T T T T T
o 1 2 3 4 6 8 12 15 24 (W§h)

18 518 B¥ )



VI. EYEREICET HIEH

RERSEHOMmMBERT « * L/ ViREHS

(ug/L)

10000 +

1000 +

¥ -

—+— Jr%L/2»10mg bid (n=9)

(n=9)

mee=pmmee T4/ 40mg od (n=9)

l.\"_‘?k"
% 100 4 ] T‘r_.
5 » NI
1 T 1 T‘... s,
ﬁ 10 B T |l - \
g ! 3 I “'
% e \ T
P T ey
E 1 - T
| : '
0.1 EETR
|
0.01 1 B EE R ERE
T e %Y ow
L
BRIRUREERSHD I 4 L/ DOEYERE/NT A —4
AUC/AUC «,md Cmax tmax>:< tie
(pg-h/L) (ng/L) (h) (h)
H[A £ 5-FF10mg  (n=9) 279/35.0 123/39.3 (015'?20 5) 2.06/23.6
Hi[A[# 5 20mg  (n=9) 445/36.8 213/30.8 (005_7155) 1.97/21.8
Hi[A] £ 5-FF40mg  (n=9) 1220/34.5 483/49.8 (005'_7250) 2.64/20.3
AR H-RF10mg1 H 28] (n=9) 421/50.2 145/47.4 @2?5 2.47/26.3
JAE e 5-120mg1 A 28] (n=9) 653/35.3 274/19.5 (0%159 2.52/31.6
AR FE 5 RF40mg1 A 1[E] (n=9) 1630/32.1 519/36.9 m%§%> 2.82/12.0

S S ATCV %
R fiE (APH)

AUCqmd : KIEFHG%ICB T %500 « 729 DAUC, &5 (v) (310X 020mg bid T1285#], 40mg

od T24MFfH & L7z,

1) AFIOAGE S iz MIEL O B,

D@, A7 2L 7 LTUTOMELZ 1B 1 RRO#E

59 %, eGFR 7% 60mL/min/1.73m2 LA E : 20mg, eGFR 7% 60mL/min/1.73m2 £fiii : 10mg » 5 ¥ 5-
ML, MiGA YU v AME, eGFRIZIGU T, &ERLKGN D 4 %% BHEIZ 20mg ~E&ET 5, | T

H5,

1) AFIOAEFE SN MEL O EICEEST SR () 13,

IRENTWRNZ®D, 20mg 25T BRI 10mg g fERH LW Z &, | THD,

2) 10mg#E & 20mgfE D A=W FE H 4 RER (58821325)
H A N A B 36014 2127 ¢ % L/ UEE10mg 288K U20mg 1584 F N E e T
THREREO®&REG Lz & &, AUCotlast D Hb O S HEEAE & OV O A1 90% CTI%AE ¥ 1) [R) 25

[10mg $E & 20mg HED LW [RIZEE X




VI. EYEREICET HIEH

DFEUE (80%~1256%) Z 7= L72H DD, Cmax D b O S HE EAE O [ 8] 90%CI D L R
(130.27%) IFHEMEMEEZE X TB Y., EVFNREEII RSN o T,

4L/ ViEIOmg 25E R U20mg e DEEBZREROENFE/NS A —4

@%U AUCO-tlast Cmax tmax%< t1/2
(pg-h/L) (ng/L) (h) (h)
10mgx28E (n=36) 526/27.6 279/25.4 0.5 (0.25-1.5) 1.90/23.5
20mgx1$E (n=36) 493/28.5 237/37.8 0.5 (0.5-2) 1.85/24.0
IO L
(10mgx2#E  20mgx 15E) 1.0684 1.1766 B -
D RHEEE (1.0255-1.1131) | (1.0626-1.3027)
(90%CI)

WA P/ (T CV %
M o FRRE (D)

(3) thEsg;
BB L

4 EB=E - tREOZE
DEBEOEE WEAT—% : HEE16536) »
Rk N B8 Bz, 74 x L/ L 20mga &% (BN - mA e ) —&) ICHERRE O &S
L7z &, ZEMERES LU T, tmax (FRAE) (X172 EIE, AUCIZ21%H500 L |
CrmaxIZ19%{E T L 72,

EEHEURREEROREBOMERT XL/ VRERE GIEAT—%)

(ug/L)
1000 3 ——=—— 7% /220mg B# (h=18)
: e T %L J 20me ZERERE (N=18)
100 5
[m -
2 10 5
7 3 IEREN
1 ] LN
L : I G
J S
‘/ 14 ‘~._. “-..__“-.
i 3 el S~
= . ! el T~
e~
] S~
013 i EE TR
] He] Il + HAERERE
0.01 1
0 1 2 3 4 6 8 12 15 24 (#§fs)

B G R



VI

EYMHEICET LHEE

EERRUEREREORERO I R/ VOEDBE/NFA—42 GEAT—%H)

AUC (pg h/L) Crnax (pg/L) tmax>.< (h)
20mgZZ g (n=18) 394/26.4 145/34.6 0.750 (0.500-2.48)
20mg % (n=18) 476/24.2 118/20.7 2.47 (0.750-6.02)
LPEHEO (8%

T el o s 1.2090 0.8127 B
[90% (= 81 i< ] [1.1251-1.2991] [0.7014-0.9416]

EIE, S MCV %
P RE (REPH)

) FREDEE

VIL. 7. HEAEH ) OISR

DI YRAOTA Y (FBEDCYPIMBER) GIEAT—4 : #KEx14504) 9

fREE R ARG 150 2 %5 L LT 2Au~A 2 500mg% 1 H3[E4HBKERS L-3H
ity 2Aa~A 3 500mge 7 4 1L/ 1.25mg" ZHEEIGHHAESG L&, TR/
Y DAUCK RCmaxld. 7 4 F L/ > 1.25mg™ HME: 5. & bl L CZ T 1248% K Y
88%HE NN L 7=,

QRS2 )L (FIEEDCYPIMIBEH]) GIEAT—4% : HE&16910) »

TEFERR ARBR A 1301 265 & LTR_T 33 1120mgA 1 H BIC1E G L2k, 2~4H BIZ
RT3 0240mgZx 1H1ESH M KERSG- L, 40 HDORT 2RI L (FE&EE) O6RHHE
BlZ7 432V obmg® ZHEROKEG L E, 740 %x1 7 VOAUCK O CmaxlE, 7«

F L/ bmg™ B G & Rl L CEREN1T0% K ON22%8800 L 7=,

QCYPSMMBER R UVZER [(BEAEMBEETXIIEBRENEMRERETIIZLS DS
alb—igu] %W

MAFZa3FV—=ILRVISYAATA T (BELCYPSMBEES) . TV RATA P UR
UARS/NZ )L (FIEEDCYPSMBEEHD . 7»*##“(ﬁuwmmm£ﬂ)<ﬁﬁ
20923)

T 4L o OEHZREY#ES (PBPK) £ LAWY I ab—i gk, 7
4RV L CYP3AAIREA] & O AEEM ZHEE LT,

T4 EBRWCYP3AARLEAITH DA Tt =V RO T An~A v E A
BHLEZEE, 74021 VOAUCIEZENETI531% K M428% M, CraxlZENZE41137%
K TON26%HIN3 5 Z LB HEE STz,

T 4R ) o EHREEOCYPSAAERITHDLI= Y Au~v A v LRI I NV EJHES
Lizt&, 7421/ o OAUCITZENT246% K% 191%EIMN, CmaxlEZZF31100% K O°
86%HIMT 5 Z L BHEE SN, ZHs OHEEMIZIEYMHEAE/ERRER U8R 14504, 16910)
DFER L FJFE LI o7z,

T4 3L ) EGHWCYP3AABLERITH D 7RI Y I A EHEGE Lz ., 7o x L)
> DAUCK OCrmaxl T ZIVEIE5T% K R38%HIMT 25 = & NHEE ST,



VI. EYEREICET HIEH

T4/ VEMBESR ECYPSMBZERGRARD T« r L/ VOACKR UCu® Lt (PBPKET

ILHEETB)
KA EEE Dt
. (74 &L/ +CYP3A4FLFEAIDI
DrEA 7R L )
AUCOH; Crmax® It
A T a3+ —1200meg% 1 H2EF 5 6.31/0.39 2.37/0.20
75 2u<A 3 500mg% 1 H 2% 5 5.28/0.40 2.25/0.17
T Zr~<A 3 500mg#k 1 H 3E[FH 5 3.46/0.25 2.00/0.16
~NZ N3 )L 4 ZH
/;40mg/ (ggfi éiigg;&ﬁgg) 2.91/0.29 1.86/0.15
7 VARFHY T 2 100meg % 1 A 2% 5- 1.57/0.16 1.38/0.10

SYIME, AT CV Y%

Q7 IA%O> (B5LCYPIMFEEFI) (£24713880)

B LARERE 23 e U-aiies TR GRR14563) o7 —2 Wiz 7 4o x L /)
DO RHEMBRWBENREMAT OFER., 7 4 F L/ » EFHWCYP3A4 BREAIO T I A X v v & 0f
HLEEx, 740x1 /7 »DOAUC 1F21%89 2 = & e S iz,

@UITZ7UELY (BEULCYPIMBFEER]) . TT77ELYY (FEEDOCYPIAM FEH) (2
#720923)

743V o OABEREYEE R (PBPK) E7 VWY I ab—vail i, 7
4 v/ L CYP3A4FHEA & O BEAEH ZHEE LT,

T4 x L) N CYP3AAIEERITHDLY 7 oL U ERREG L&, T oL
> DAUCK PCmaxTZIEN93% % N86%1K 325 = & 3 HEE Xiiz,

T4 XL EFREOCYPSAAFHERI THLIZ 7y LY R LI EE, T4 %
L/ DAUCK PCmaxtE81% K UN68%IL F X1 5 Z & A HEHI < 7=,

T4/ VBB ERECYPIMBERIGRABD 74~ L/ VDOAICKE UG DLt (PBPKET

ILIEEB)
Bl EEE DL
_ (7 4 %/ »+CYP3A4FHEHINH
DR ETEDIS T
AUCOD Lt CmaxD Lt
U7 7B 600mgk 1 H 1A S 0.07/0.25 0.14/0.20
T7 7 E L2 Y600mg%1H1[a#% 5 0.19/0.21 0.32/0.18

RPIINE, AT CV%

@F DD ZEF

M7 L74702)L (CYP2CBREEHR) GHEAT—4H : #ER15112) =

FERE AR A 1661 2 %5 L LTH L7 0 7 1P 0600mgi 1 H2E 4 HERERS L% H
IZF LT 4 7 U 600mgE B h L, ZOUEMKICT £ XL/ 10mg™ 28 LTz &,

7432 ) DAUCK RCmaxlE. 7 4 % L BB 5 & el U T F10% K% N16%
) | D

QAATSIV—ILRUHEE (v—Av I R) GEAT—45 : iKEX14506) »
FAT T —)u

TR AR E 110 268 e LTA AT T Y —140mgi 1 H1R4 A RER G L3I
FAT T = A0mgE G L, ZORMKICT 4 x L v 10mg™ 2FRG L&, T o



VI. EYEREICET HIEH

F U U DAUCK NCmaxtZ A A 7TV — VFHIC L A BT A Lo 7= (AUC @ 5%HY
jJD\ Cmax . 1%1&1\4) o

R (v—wu v 7 R)

TR AR E 106 28 & LTt T AI = a7 (BT V= n8e LT
900mg) - KEE(b~ 7 %2 7 A600mgGEAI10mLA HEHKE L, ZOBE®ZIZIT 1L v
10mg® #&EG Lzt &, 74 %1 VDAUCK O CmaxlE. 7 1 % L/ B G0 & Lk
L CENZEN2%H MM D' 19%8) L7z,

@) TAYS L (CYPSMEZ) MKWEAT—4 : BHERI5111) 0

TR ARBRE 30M 2R R LTT7 4 3x L/ 20mgZx 1H 19O I E&KEG LR HIZ2
2T KT 5mga ARG Li-E &, 24V T ADAUCK PCmaxld, I Z Y T LB Gy
L L TENENL1% K 9% L 7=,

4) LNG 1) = F (CYP2C8EE) GWEAT—% : iXE&16541) °V

TR B 280 2 k% & LT 7 4 XL/ »20mgé L 37 U = RO.5mg# [R5, K&
W7 4 F L/ 2 20mgfk 5% 3% I L /37 ) = RObmga &5 Lz b & ARG LZL
ZDOLRT Y = ROAUCK NRCmaxld L/ 7 U = KB 5 & g L CENZEN12% LT
4% L, SEFfIZICHE G LIz DL X7 ) = ROAUCK NCmaxlTZ 112 41110% K% 5%
WimL7-,

G)YIILT7) > (CYP20OEE) HMEAT—4 : 3HER14503) 2

faHE R AR G 240 2 %G & LT 7 4 % L/ »20mga 1 H1E6 H B E#H S L, #D3HH
WCUNT 7 U o2bmgE ARG L&, SSULT 7 U U KOR-ULT 7 ) o O3YdEhRE
W7 43V PRI X BT N7 [ (SSULT7 7Y ) AUC : 0.5%IK F.
Cmax : 3%, (R-T/7 7 ) AUC : 0.7%{K . Cmax : 4%IE0] o

@) >dxTy P-#EAUNRVERE) WEAT—4S : HER14505)

TR AR B 2401 25t 5 & LT 3% 2 0.8375mgx 1 H1mI14 H R ERAF S L, £5
H~F14HI27 4 3V /7 L 20mgZ FHIC C1HIBIRER ARG Lz &, VaxF v U KE
B LR OFEDEREICT + 2V I K DRI BN o7 (AUCuma @ 2% 0,
Ctrough : 3%IXF) o

) AFOEBINHEROCHZEIT EFE, RAZE 732/ L LTCUTORES 1 B 1 BEROEKES
35, eGFR 7% 60mL/min/1.73m2 L E : 20mg., eGFR 7% 60mL/min/1.73m2 i : 10mg 75 $&5-% B
U, myER Y 7 AE, eGFRICIG U T, H&5846020 4 BM% 2 BLIZ 20mg ~EET 5, | ThHhD,

2. EMNRERIINTA—42
(1) fET A%
JaoX— kA v Mgt

(2) IRULRFE TE 1
YRR L
(#) W
2 HUBEIRIG &2 B0 2 B gm B E 2 kg & Lo THRER  (BRABR 16243 & OVikER16816)
KOVEIIARRER GABR16244) OF — & Z = RHE SR EhREARHT  (FRAT 17024 &% (818523)
OFER, WIOEE EHKa (T fE) 1ZFhE010.7h 1K 22.5h 1 ThH-7= [ VI 3. (2) /%
T A— X EEER ] OESHR]

(3) BB ER
R L



VI. EYEREICET HIEH

4.

BHHI)VTF75URY
TERERR N BB 7 4 X L U Imgk HREIRNE G- LI 20 7 V7T 7 A [ 7
i (CV%) ] 1322.3L/h (18.6) Toh-o7= MEANT—% : ikBr16535) .

5) HMBEE"S
TERERR N BELSBINC 7 + 2 L v 1mgk HEIEAIRNZ 5 L2 & 2 O EFIRBIZRBT D oA A HE
[ (CV%) 1 1. 52.6L (17.3) THhH-o7= WEAT—4 : ABR16535) .

(6) Z D1t
Hriz/p L

. B&EH REaL—2ay) @

(1) BT A%
a3/ X—= h AV R O—RIEREE I B2 L /R— b A MET L

(2) 18T A — 2 EEFHER™S

QIR & B OF 3 D18 VER g BB A x5 & LB IARRBR GRBR16244) DOXf5: 832,284
B S SNTZ5,067T8 D7 4 2L ) O MBEREET — % & F CREEM SR et (ff
Mr18523) % 3 L7z, REMLRIEYENIE T A — X ORHEMHEEME [FRiE (CV%) 1 1%,
W GEE . (Ka) 23225 h i, Avid o2z V7 Z A2 (CL/F) 7329.9L/hr (31.8) KOVA
MDA EF (Ve/F) 723113L (33.0) Th-o7-,

REETVICEBWT, REIFIV/FICHTIHEBEREEETHY | Cond IIEEOEEINILVMET
L7=h, AUC IMEEDOWEEZZ T ehoT-, Rk (#E) LVe/FICKT2HERIEETH
ST, BEREOHEEMEIZ R RSO E R EOHPN (80%~126%) Th
0. BRMICERO S DTN EB bz, s S DOeGFRIZCL/FE OFIZk4 24
B ERETHY . eGFROBUNIZEHENAUC BN L 7=,

% 4%

(1) RYRERLL - RUNER (SAEAT—4 : :E&14502) 0¥
WL ERAT - T LA
W - B E R L
(%)
fEEERR N BEABNC[14Cl 7 ¢ % L/ R DEAIIOmg % B RIRE 0 35 L7- & & O fgtaE D #R
Rt (EREAME) 13101%, 20 5 BRE(LIKRE L THRt SN 72 DI3HR 5 &0K1% (R
o 0.825%, FEH : 0.184%) TREADEMRBHMN EDT-Z D, ROBGHZOT7 4 1L/
> ORI ERITFI100% & HEE Shr-,

Q) BRENAFATRASEY T4 WEAT—%. HKER16535) *
fERER A BHELSHNC 7 4 2L/ o Bbmg® ZZEERHC AR OB L&D 7 4 x 1L/ V1mg
ERARN PR G264 Dt A AT XA Z ) T 1 1343.5% (if190% CI : 39.2-48.3%) To

-7,

) AFOARRSNZHEROHRET EE, A7 o2V /7 ELTUTORARESE 1A 1 EROKS T
%, eGFR 78 60mL/min/1.73m2 Pl E : 20mg. eGFR 7% 60mL/min/1.73m2 Kii : 10mg 7> b &5 % Btk
L. IfiEH Y o AfE, eGFRICE U T, &E5E2 D 48M% % HEZIZ 20mg ~H®ET 5, | Thd,

. 7

(1) I %A BE P9 @ @ 4
MR L
(BE Ty b)) @
7 ve )7y MZCl7 4 2V v 3mglkgZ HRRE D& 5 Uiz & & IO R RER FE K OF



VI

EWEEICET SEE

6.

AUCo-24n 1 I 38 D 2% A ifi  ( Ceqmax : ¥ 191pg-eq/Li. ML #% 9,919ng-eq/LL . AUCo-24n : A¥
1,283ng-eq-h/L, [ 73,245png-eq-h/L) *Toh -7z ( [VIL 5. (5) & OO ~DBEATME )
DIEBM])

¥ RRER [4C] 74 R L ) UM E (ngeq) & LTRLE,

(2) I % -FE A& EA PY & @ 14
YR L
(BE. Ty k) ©
HHRT Ve T b (WER18H) 1IZ[UCl7 + x L/ »3mglkgw BAERX OG5 Lz & & s
BEDAUCo-24nlZ DN TR/ R ML b 2 OVIE Ve i ik~ REAR I % F 132 412 410.06 J2 10.09 T
bV MR & PR i LT,

Q) EA~DFBITH
MR L
(BE. Ty bW
A7 > M[4Cl7 ¢+ XV 7 v imglkgh HIRIFARNE 5 LT & & BG5%48K5# £ TITHLit
HZHR S U= HEE U BE BT 5 & DFI20% ThH 0 . HIFRBITAZRD b,

(4) BERA DT
AR L

B) ZD oM~ DFITHE
MUEE L
(BE . Ty k) @
TIE Ty MZUCl 7 4 2L/ v % 3mglkg % BRI OG- L, lggs « #Rk~ D b6 45 4
FOHAkECEBIETA— T VF 7T 7 4 —=IC L VBT Lz, 1Z&A EDIES « ik W
T ARBTG5 LI Ol O RE TR BEIC B3 U 72, cieh BE T BE 13 0k e OV iR B 8 260
s - KRR O, PR, BFPLEA. BIBMEELZ) W ONCHIEMECTEN -T2, < Oligss - ik <
3. B BEIRE DN B 514 T2~ 168 CE B FIRAT & 720 . H 5K 168FERIZI VT, 7RAF
T 5 BRI I 5D 0. 1% AR T - 7=,

(6) M3F 5 L/ FEAEY
E MBI ST 4 RV v DE AT FERRIZINTI%TH Y, FEREA Y v EiTi
BT INVT I ThoTl= (in vitro) .

R

(1) R EDAL B A AR R
EARBEBOL : ROV (PIETEIE S )
B RO 7 vy — A KOt MFRIE T in vitrostBRICE W T, AANTEICCYP3A4IC K&
D {R#EEIL, CYP2CB8OH 5 bW O, ERHMIEZIE Fr by P o ms it s ik
75UV AGHIM1, M1 O A FVEDKEAE S REHM-2, RICRLZ =T 2 VR
CEEHIIM-3 Tl 572, M-1, M2ROM-BIEHES 7 U 7 4 24T 5720, ZRZAOT
b v 7 SPEEM-1a, M-1b, M-2a, M-2b, M-3aR U'M-3b23 fE(EL, b MmEHICHIF 5+
R#PIIM-1a, M-1b, M-2a, M-3aTH -7 (in vitro) ,
T4 RV ARG T A —Th Y, [UClT7 4 XL CEHEIRAOKE L&D
MEFIZHNTH R v FF~—~D% TV T & IERD biven -7z,



VI. EYEREICET HIEH

ENMIBTFET 1L/ 2 OHEE KBRS

(BAY 1117267) (BAY 1117266)

CN c
~0 ~0
0 o™ o]

N
|

OH

Z1xb/

(BAY 1040818)

CN CN CN

~0 ~0 ~0 ~0

o™ 0 o™ o] o™ o] o™~ o]

HoN [N «—— H:N XN <—— H:N [N —= H:N RN —— HoN XrIN [ HN
HO N | HO Nz |N \/ I P P |
HO H HO H H N N
H

M-4 M-1 M-2

(o]
(BAY 1088089)

OH
M-2a M-2b

M-5
l (BAY 94-8862) (BAY 1117268) (BAY 1117270)
CN CN CN CN CN CN
~0 ~0 ~0 O HO S0 =0
o} o™ o o™ 0 o™ o o™ 0 o™ o o™
HzN =N HNTYTYTSNG HNT Y SN HzN =N HzN BTSN [ HN STRN HN
HO N I Z v 'Q lN ‘ = lN/ = le =
HO H OH gy H
0% 0H CH o 0% 0H 0% 0H 0% 0H
M-8 M-7 M-9 M-10 M-3 M-3b

(BAY 1088090)

M-3a -
(BAY 1117271)  (BAY 1117272)

*=position of 4C label

Q) RBIEAET 58X (CYPE) OHFE. F5E (/nvitro) ¥
DREBROEFS
t MAFRIIE Z AN T2 in vitroikBRIZEB W T, 7 4 % L/ T EICCYP3A4IC L v A &,
CYP2C8D %5138 b=, CYP3A4 K OXCYP2C8DH B EA % Azt FATHEIC
X % in vitroi B} O3 M AAEFRRER O . (UBHC % 59 281G (fn) 1XCYP3A472387~
89%. CYP2C823#910% & H#EE STe, F7o. WBEICHBLT 5 CYP3A4IL, [TFlE TOGEHIC
FNrh, 74 3x b roRELREEHEICE T 5 EE X b T,

2) REBEEDRERVFE "
v MF 7 v Y — AR OCYPH FHEFRHLR Z AW 2in vitrosdBRIZE W T, 74 3L Ui
CYP3A4IZ%}3 2 r[ifJBHE (ICs0 : 19pM (GEEI XY 7 4) | 12uM (FEET A M AT R
») ) EARFWHILE  (Kinaet : 0.012mint, Kr: 10.3pM) #/RL 7=, £7-. CYP2C8
(ICs0 : 6.8pM) K OCYP1A1 (ICs0 : 6.7uM) (Zk}9 B[R E R L7=, & bIMm4E

TOERHM TH DHM-1a, M-1b, M-2ak UM-3alx, Wb EE2CYPH FFEICK LT
BEWOHHHEFEHZ RS o o7,

v MM E AWz in vitrosdBRICE W T, 74 31V Y R OZFO e N iuEF =G HM-1a,
M-1b} OM-2alZCYP3A4#%HEER 2 r LT,

T 4R/ 20mgE1ALIMAFE Lz E0ET TR, KOS EERRER GRBR
15111, 16541) OFER LV | in vitrollBWTH LN 7 4 XL OCYP IR 5

PREAEM R OSFEAEMIL. n vivo CIZERIRINICEIR D & 2 5082 RF SV 2 LR STz,
Q) MEBEENROEERVZDEIEY
BEERRL
(%)

7 4 32V AT R ORFIgIZ B\ CHIELEIE SR &% 0 B,
Mg 7 V7 Z v AL RPREBICRPEIRIZIESSE 7 VT T A, EHIZZEDENGHEE LT



VI

EWEEICET SEE

10.

ARG, 2 TOPREIBEENENIFIRIC EZ D EIRE LTZHED AL T XA Z ) T 4
(Fr) 1375.6% L 725, $ERINRA T T XA T YT 1 (F) 7343.5% ThH5H Z L, BERE
BT AT_A T )T 4 (Fa) 13575%EH &Nz (F=FuxFa) , 2D &b,
RABRGINTZT7 4 XL/ D9 HR40%IE, IHE IZFET 5 CYP3A4H B 57~ 5 wlml@ita 2h
Razidn el (VL 4. Q) AL 3T XA Z YT 4] OEBR)

A REYDFEOEERVFERL., BAELE WEAT—4 : KE&14502) 510
T4V rOREWIE, WIS EEEREA A L TR,
[UC] 7 4 L U AHERAOKEES L & 2o mfEPIcB T, RBETREAUCIC HD 5 E4 1%
RECAENT 1%, M-17348.9% (M-1a 38.8%., M-1b 10.1%) . M-272321.5% (M-2a 20.3%.
M-2b 1.2%) . M-32%9.0% (M-3a 8.9%. M-3b 0.1%) ToHh o7,

- 311

(1) Bt BB Ky U E B
T 4R ATFEICEBE R E NS,

) HrittR (NEAT—% - BR14502)
faEE R N B4 [14C] 7 ¢ 2 L R IR AIIOme & AR OG5 L= & & #E5#%100 F
TORKREO PR G FME) 3R TR OEPTICENENTI.6% K TV21.2% TH Y | HKIR
qj;ffﬁﬁkﬁ’}zlil()l%f&)/)f:o Tjtﬁéﬂf:ﬁ&%ﬁgii\ J]T@P“C&iiKMB (463%) T M-
(13.1%) (CHkR L, P TIEEICM5 (9.4%) ([CHK L, 743/ URE R E LTHE
WS- BIA T B G ROK1% (R PHER0.825% & O HEIER0.184%) Th 7=,

FSURR—E2—ICEBT B1E8 (/n vitro) ™"

N7 AT =7 ME KONV OXF IR A N - in vitroskBRIZEB W T, 74 3L TR R T
VAR=H—=THLHPHEL R EDOIETH D, BCRPOIEE Tldehoz, L, 74
XU ATEWEZBMENGEO b TEY | ROEGRICIZTZRIIRININTZZ 06, In
vIVOILBIT 57 4 2 L VORI KIETP-REX LR B ORBIIREN B2 DD, £,
T4 X, BUAR N T U AR—H —THDLAMT =4 kAR U X7 F K (OATP) 1B1,
OATP1B3XITHMEN F A4 T v AR—4%— (OCT) 10EE TlIAd o7,

et Lic R TV AR—Z —DIE OEYEREICKI L, 7 4 XL/ L 20mgD 5B L KT T 0]
MRV EEZ BT,

. BNEFICESBREE

MY ER e L

(B%E)

T 4R ATMSES ORI FEA NI TN E L, BT CRESIZAWEEZLNS [ TVIL
5.(6) MAE Y o X7 §EEHR (invitro) | DESW]

BEDNDERZHATLHEE

(1) BHEEEEEFICEIT2EYMHE WEAT—4 : 3HE&14509)
A (CLcr : 60mL/min LA FE90mL/min K. 6%1) . T4 E (CLcr : 30mL/min L E
60mL/minAiii. 1161) K OVEE (CLer : 15mL/minlh F30mL/minAliti. 9f) B pef=
EREICT R L 10mg® FHERROKE L- L &, Fin, KE K OPER 2 %S S8 728
MEREIE W # (CLcr : 90mL/minkA b, 761) & L, AUCIEZEEE T15%K ., FPa5E K Y
HET51% KL U86%HE M L, CmadTZILZIL22%H M, 13% N1 K O8%IL T L7z,



VI. EMEREICEET SIEH

ERELEERVBHEETREICE TR T+ L/ VEEHE WNEAT—4)

(ug/L)
1000 —k— BHEEEESE (n=7)
(n=6)
(n=11)
- m---- BEBHEREEE (n=9)

100 3

P AT T NN =

01 3 | =87’
RO EIOE L REEEREE
00] TTTTT T T T T T T T T T T
o 06‘, 16\3 -.—"\5\@ k4 oy & 7 ‘s < (B4
5 HEEER
BHEESEZICBIT 274/ VEYERENS A—2 (NBEAT—42)
PK/RZ L SEHME D LD .
R RE e 90% {2 #E [X
B M RE 2z N/N SHERE A o IS HE X H
e RE R R RE B E R AUC . 0.8529 0.4836-1.5040
R RE I Cmax 1.2234 0.7851-1.9064
S R R R R R R AUC 117 1.5144 0.9250-2.4794
SRR I Chmax 1.1306 0.7689-1.6623
B R P AR AUC o/7 1.3620 0.8147-2.2769
SRR Cumax 0.9190 0.6150-1.3735

.2 BREEEERE

9.2.1 EENEHKEEETES
AFIEHGIZ L VeGFRME T T2 035 Z 0D, eGFRA325mL/min/1.73m2A D
BENNIABNE G- OG22 EEIHWT 5 2 &, 72, ARG HICRPB A2 ULE
FriZE 72561, AfloRGEHIEdTH 28, @AY U AMIEDOREY 27 N3&EED
BEhRdH 5, [6.2, 8.2

W) ARNOARINZHELOHET BT, RAKIEZZ7 XL/ ELTUTOMREE 1 B 1 ERO#KST
%, eGFR % 60mL/min/1.73m2 LA E : 20mg. eGFR  60mL/min/1.73m2 i : 10mg 7> L% 5.2 Biss L.
MmyEAD Vo LME, eGFRIZIS U T, #58GMD 4 HE#% % HZIZ 20mg ~@ET 5, | THD,

) FFHEEEEREICH T 2EMEE WEAT—4 : HE&14510) @
% (Child-Pugh/yJEA) K OH%EE (Child-Pugh/y¥EB) DATHERERE = B E 4 90IC 7 4 %
L/ vhmg® AR O G Uiz & & FElin, RE K OPER]Z 3t S ¥ - IFHEREEFE (961)
EHEELTT 4 2L U OAUCITERE T8% M N AL T38% M, CmaxlLZ 1V EH14% K& OV
0.9%1% T L7,



VI. EYEREICET HIEH

FFHEEEEEERVHHERSEZICSTAMEFR T+ L/ ViREH#ERE GMEBAT—4%)

(ug/L)

100
—— [FHEEEEE (n=9)

(n=9)
---#--- hEER#EEEEE (n=9)

[ WA

Liiil

Jiil}
5 i
=
7
1
3 17
L ] .
J i O . S T bl b
> ]
JEn Sea
= 4L N T T
3 5 NG S S 4
0.1 7 — l
] TRTR
| BETE L REEEEE
0.01 4
0 1 2 3 4 6 8 12 16 24 (85F)

BEEEH

AHEREEEICEITE T4 R L/ VERFREANS A —42 BHEAT—%)

N 4% MZFA
Pt A YA &miﬁggm@ 90% (=4
RN ERE RS AUC 9/9 1.0838 0.8169-1.4379
/ NTRERE (E 7 Chmax 0.9643 0.7256-1.2816
H A RS TP RE R AR AUC " 1.3827 1.0422-1.8344
/I RE B & Cmax 0.9910 0.7457-1.3172

.3 FFiREfEERE

9.3.1 EEDMIFHEEEE (Child-Pugh/$8C) M HHEE
BH LW &, RFOMFREN EFTr8ZARH Y| KRR TR ST
%, [24, 16.6.2 28]

9.3.2 hEEDIFHAEEFESE (Child-Pugh%48B) MH5HEE
BEOREBIZIS T, KVHEREICIES Y v MEZRET S Z &, AFIOMmHREN E
ATorBENRH5H, [16.6.2 B ]

) AROARINICBER AT HEE, RACEZ XL/ v ELTUTORES 1 B 1 ERAKEGT
%, eGFR 2 60mL/min/1.73m2 LA L : 20mg. eGFR 73 60mL/min/1.73m2 K3 : 10mg 7> H& 5% BRIE L |
Mmig#» Vv LfE, eGFRIZS U T, BHHMHENG 4 %A HZIZ 20mg ~EET 5, | ThD,

Q) EEHEUVESHOEEHRBEEENRE L-EYBERE WNEAT—4 : HE&14508)
et (18~455%) KUk (65~805%) DEEFERA36HIZT 1 1L/ HE10mg™ Z Hi[ERE O
BeH L&, EmE CIIIEREmE L LT, 7 4 * L/ U OAUCIHE34% M, CmaxlE51%
J:j%lf‘ l/f:o L l/\ &5%&@@&@?&%@“: L/f:AUCnorm&U\‘Cmax,norméi%h%hz'Y%i%]jJu&@
3% EHThoT-Z LD, FIC L ABBEREOEIIEREENTE L TCND I ERRB I,
Fi2, T4 RV COTFEERIRYERE T A —Z(ZxtT DRI ORBITRD Sl oo T,



VI. EYEREICET HIEH

FEHEUSHORERAICEITHMERT « RL/ ViREHE GMEAT—45)

(ug/L)

1000 <
1 BB (n=9)
1 -—%—- SEEHE (h=9)
-0 --- SRt (n=9)
100 5
3 —e— @itk (n=9)
% .
103
7 ]
1 ]
=S 4
L 4
Z
¥ 14
B E
B
0.1 3 EETR
J BOTSETRASERE
001
TTTrrr r 1 11 T T T T T T
Q7 P2P ¥ ] @ 7 75 % (BRI

wEE&EER

FEBRUBBOREEASTET 1AL/ VEPBEAS A—8 GEATF—S)

. PK/XZ ST EED Fe D -
5 T 7R " 90% {ZHEIX
Hfhin Jo O] 2 N/N EHEE o 15 HH X fH]
AUC 1.3404 1.1455-1.5685
_— s Cnax 1.5108 1.2551-1.8186
Faliie /SR AUChom | 1918 1.2670 1.0881-1.4752
Cmax,norm 14280 12037'16942
- N AUC 1.2030 0.9633-1.5024
= 1A FH | =A==
ekl Comax 909 1.2442 0.9572-1.6172
e s AUC 1.4935 1.1959-1.8652
Rl AL/ R Cnax 909 1.8346 1.4115-2.3846
N N AUC 1.0072 0.8065-1.2578
(=Mso J B EA B
G o B 0.8510 0.6547-1.1061
N N AUC 1.2504 1.0012-1.5616
2t e e B /
il Lot i Cumax 909 1.2548 0.9654-1.6310

) AAROARSNI-HIEROCHRET DEF, RAIZ7 2L/ v LTUTOAESY 1 H 1 ERAO#REGT
%, eGFR 2% 60mL/min/1.73m2 LA E : 20mg. eGFR  60mL/min/1.73m2 i : 10mg 7> L% 5.2 Biss L.
migs Y v AME, eGFRICIE U T, #5505 4 W% Z B2 20mg ~H&ET 5, | Thbd,

1. 20k
U RV v o igEEREREE (UGT) 137 4 3L OGBS Ly, £/, 7
43V /v, M-1la, M-1b, M-2af, O'M-3alx. UGT/r fUGT1A1, 1A4. 1A6. 1A9, 2B4}%
V2BTD 77 v B ATEIEIC BB % RIE S e o729,



. &% (ERLOIEF) ICETLEE

ERNBTLEZTDER
EIN TV

S

2. ERAREZTDER
2. B2 (ROBHIZIFES LGN &)
2.1 AHN DR UIBBUE DBERE D & %

(fEH)

ZAMICET 5 — R FE E LTRE LT,

AKFNOREATIKRE U, WBUEOBEEREN H 5 BE B WL, BBUEZ AT 2 N E 2 b
B2, ARNOEGIIThRNZ Lo REAIOA D L OMIE 1Iv. 2. (1) F2hksr GEMHERR
) OEBELOUSINA OHESRT 5 &,

22 A4 7afy—n, U NFEALEEETLHIRA, 7HYF I, XLFENL KAT T
FENL, ARy NEGHETAIEA, 7TV RavATr, =Y UL EALER LT
DHEFE [10.1, 16.7.3 2]

(R7L)

AFNTEL LTCYPSA4IZ L 0 REtEans 2 2006, CYPSA4PHEIZC L WAKIDZ VT T2 AN
W32, CYP3A4%ZGRL BLET 2K 2 H 5 HORE CTARZOAT D L. AFI O HEEN
FZILK EHTOHIBENWDRH L0, HHE LW b,

( VI 7. Q) FZE= & ZDBH | OESH)

2.3 ARAIBG-BRIGRAZ MG S U O AMEDS.5mEq/LA#E R TV 5 HE [Eh Y U AMAEZ RS
LBENNRD D, ]

(R7L)

ERR LA RS (FIDELIO-DKD, 7816244 &% O'FIGARO-DKD,#5217530) (28T,

Mig# V7 MEDS.5mEQ/L %48 2 72 A& TIXRBREOB G2 L TR0 . AFIOf HRER AR
SNTW5, AAOIEREFICIVMEL YV OMEN FRH L, B0V v AMELAZEEIS 2B

N D77, WEBIMEEFCIE D U v MENS5.5mEq/LEBZ TWDBE TITERE LN &y

| 2.4 FREOIFHRERSS (Child-PughsEC) 0 5% [9.3.1, 16.6.2 B |

(f#R7L)

E 4L [FE S MAHRER (FIDELIO-DKD,#B416244 % O'FIGARO-DKD,/#5#17530) TIXEHE
(Child-Pugh/y38C) DOFFHEREREE B 1IN S TR Y . DML LT, BEE DI
REREERE CIIAFOMPIREN LR T EZNNRH AT, B LN &,

( TVIL 10. FEDOYE HAF T HHEHE ] OEHBMH)

2.5 7YY R0 EE [(AROERCLVFELZESE2B8EN1H D, ]

(L)

TR TIEET NV RAT R oRRalF S — L a b LT AR E R VTN RZ L, FEalp
FRHEDNAE LTS, ARANXI R T NVavTFaf REFEEEDV T RTHLT IV RAT R R
aNF V= EDREREET LI, TYUYUROIRELZELIELIB8ENNH DT

O, \HE LW &, ks, EREILFEFIFERE (FIDELIO-DKD, 35216244 &% U'FIGARO-

DKD,#&Bx17530) TII7 VY RO BE IR SN TN D,

3. PEXIIHRICEET HFELZDER
(V. 2. eI RICHEE T AR OHEESRT L2 &,



. &% (ERLOIEF) ICETLEE

4. BERUVAEICEET HFEETDER
(V. 4. HELOHEICEETAER] OBEE2SHRTHZ L,

5. EEGERNIE L ZDER

8. FELEAMIEE

81 @BV UAMIENRDHDLNDZ ENHLOT, FAIE LTES Y 7 AMEN4.8mEq/LLL T D
BEICR GG L. WEBIAESUIERR. ME D GRBICIE D U v LK% ReGFR % HIE
L., ZO%LEMICET D2 L, Fo, BEGHERFOMIE D U ¥ AMEH 4.8mEq/LE O £
B, MIEA U 0 AR OHEE OAREEIZIE U TGRS 408 X 0 & BTSN o My &
Vo MEREEZEET A2 L, [7.1, 9.1.1, 9.1.2, 11.1.1 BfE]

(f#)

ERR 4L [F M FERE: (FIDELIO-DKD,#&#216244 % )FIGARO-DKD,##17530) Tix. %7
V==V JEHZMIED U v AMED4.8mEq/LLL FOBE 235 L LT, AAIOEREFIZL D
Mmigh Y vz LR SE2B8Z0"H5 2 L, EELRBIAERER IV T, REIER 5%
eGFROIK FARD GN-Z &, BHREDIK TICL VBRICB T D0 Y v AHEMRENME T L, Mgy
VO MEN AT OBZENNDD Z 00, ARANIERIE LTIyE D U 7 AME234.8mEq/LLEL T D
BEICREEA L, BERGUIHER, HME»O4A%., KOZF 0% L EBIICmE D U v AMEk
VeGFRZMIE L, 0% b EMMICHET HZ &,

T/, EESLRBIARERICIV T, AR GG (N—2 T A V) OMED U v LMEN
4.8mEq/LEB D #£# 2 FIDELIO-DKD Ti%387/2827%1 (13.7%) . FIGARO-DKD T[3389/3683/3
(10.6%) FHAAN DN, TN HOEF TIEEAK EFARTERnWEett EoBEIT RS TR
WHOD, @AY T AMIEORKIY 27 NEELEBENNH L Z LD, REIEEET HEIC
X, MIE S U 7 AMER OVEE ORRBIZES U TR G 40% L0 ANSENOMmED U ¥ LM
HWEEZBETHZ &,

(TV. 4 HEROCHEICEET IS . VL 6. (1) &6HE - BEEESEDH 5 BE ] KO VL 8.
(1) BERZEIEM & WIIER ) OIS

8.2 AFNOF 5 BIAWIHNC, eGFRME T T2 03 H LD T, BHEEEDELICEE L THRE5T5
Z&, [5.2, 71, 9.2.1 ]

(&)
E AL [E S MAERE (FIDELIO-DKD,/#5216244 % O')FIGARO-DKD,#5:17530) B\,
AR EBEIZeGFROE T RO HNT-Z &0 D, BHEOBE(LICEE L THRETHZ L,

8.3 MIEFEMICESKDEVWERHLLND Z LN H LD T, EIFEE, BB HOEEEGRA
O B 2 B E T DERICITERE SE D 2 L,

(A1)

AFNOVERBET L0 MEAME T DAL H VD . T E> TOEVWERDL LDOND Z ENH
Do ARG OEKIZIZ, HFWEOEBIER L, @ATEE, HEEOERSGRZ M O KA
BETOBRICIIERET 2 L 0fET 5 2 &,

6. RENHERZAIVBHICEHT HEE
() EHHE - BIEEFDOHDEE

9. BENERZETHEEICEHTHFE

9.1 &6HE - REREZEDHHEE

9.1.1 MmFAHY) ™9 LIEHS. OmEq/Li#ES. SmEq/LLL FTDEE
ARG OWEGZHEIZHE T2 2L, AU UV AMELEESELIBENNH D,
[8.1, 11.1.1 ZM]

(f#7R)
E L EFEMFERE (FIDELIO-DKD,#5216244 K% O'FIGARO-DKD,#5217530) Tix., A7~



. &% (ERLOIEF) ICETLEE

U—=2 ZHHCIMES U 7 2MEN4.8mEq/LUL FORE Z%5: L LTEY . 5.0mEq/LI#5.5mEq/L
LLF DO EE~OMFFRBRIZE SN T 5 [FIDELIO-DKD196/2827#1 (6.9%) . FIGARO-
DKD166/3683f1 (4.5%) 1 ., ZiHOBF TIHEK EFFARTEWEZaett EoBSIIREnTn
NS OD, RENOEREFIZEID MEL Y U MER EF L, &0 U U AMIELZEES 8%
Ny 5, MigH Y v LMEN5.0mEQ/LIBES. 5mEq/LEL T DO BE~DEEIZHOWTIEF DS A 1H
EIZHEErT S 2L, (TVIL 5. EEEAREARMER & ZOBEH ] KO VL 8. (1) EXZEIWER &%)
HIEIR ) DESM)

9.1.2 §HUHYLMEDHEBY R HAENEE
UUIFO XS 72BHTIE, KVHAERICIED Y v MEZRET D2 &, mH U U AIMAEDF
BRY R B@\EELBENARH D, [8.1, 11.1.1 ]
- eGFRIEMAE
- MiEH Y U AEE
c &Y AMUE OBEFERE

(L)
AFIOEEFIC LI MEH Vo MER EF L. @A) U LAMIEDREIY 27 3@ £ DB
HHTD, @AY U LMIEDREIY 27 BEmnEE (eGFRIME, mign U v AEfE, &0 U 7 L
MAEDEEAERE) (2359458513, KV HERENCmED ) v MEZHEST S Z &,

( TVIL 5. EEEZRFEARER & 20Bm | KO VL 8. (1) ERARIME & HIHYER ) OHEZH)

2) BHeEEERE

9.2 BHEEETERE

9.2.1 EENEREEETEE
AFNBEFIZ LV eGFRMME T T2 035 Z Lvh . eGFRAY25mL/min/1.73m2A D &
FIIIARA®R G OEG 2 EEIHWT 52 &, £70, AFEG KIS R 2 XETIC
oG aE, AFORGZPIET L2 L, SOV ULAMIEOREILY 27 BNEEDBLI
Webd, [6.2, 8.25H]

(R7L)

[EpR I [F S MAEEAER (FIDELIO-DKD,#5r16244 &% O"\FIGARO-DKD ,/#5£17530) (2B TA
FIHH-1%1ZeGFROIK TR bivlz, £/, [[AFHER CTlXeGFRA25mL/min/1.73m2LL LD B %
R ELTEY, eGFRA25mL/min/1.73m2A O BE 121 A HRBRAR O TWD, B
RO FIZEVBICB TS U AgEMEEME T L, MDY 7 2MER EF L CTEA Y 7 A fE
DRI AT NEELIBENLHHZ LD, eGFRA25mL/min/1.73m2A O B 1T I A KB
HOG 2 EEICHET5 2 &, o, AFEGHICRMBARLXIXBITICE > HE512F, K
KlOBeHZHIET 52 &,

Q) FFHRElEE A

9.3 FFHaelEERE

9.3.1 EEDOIFHEEEE (Child-Pugh/#8C) DHHEE
BHLRNZ &, REIOMPEREN ERT3B8ZnH 0. BRRBR TR TN D,
[2.4. 16.6.2 Z{]

(f#=%)

E L [FE S MARRE (FIDELIO-DKD /#5216244 % O"FIGARO-DKD,#5%17530) T3 HEE
(Child-Pugh73C) DOAFEEEREBE RN SN TE Y . BT LTV, EE O
BEREERE TIIAROMFREN LR T BZNNH D720, H5 LD &,

9.3.2 hEEDIFHAEIEE (Child-Pugh®%EB) M H 3 EH
BEOREIZSC T, KVERICMED Y v MEEZRITET 52 L, AFIOMpEEN ES
THBENNH D, [16.6.2 0]




. &% (ERLOIEF) ICETLEE

(f#aR)

%1 MR GABR14510, AME AT —#) [ZBW T, #E (Child-Pugh A) K OV4E (Child-

Pugh B) OIHERERE BFICAKISmg™ ZH AR OELG L&, 70 %L/ > OAUCIHE, i

BEREIEH # & il L C, ZEN8.0% M ON38%INN L7, HHZEJE o FFHSRERR 5 A8 CIIAHI o 1.

HMIREN EH L, Z20/E, MEL Y U MED ERTH EZENARH L7280, L VHERBNZIEL Y

UAEERRIES D Z L,

( IVIL 10. FpEDOE A AT 2858 OHESHR)

) AROERSHEZRAELOCHARET @i, A7 0%/ v ELTUTORAELS 1 H 1ERDEET 5,
eGFR 7% 60mL/min/1.73m2 L) L : 20mg, eGFR 2% 60mL/min/1.73m27Ji : 10mg 7> H B ZBtA L, MiE D
U U LME, eGFRIZIN U T, #&E5RED 4 HH% A B 22 20mg ~HEET 5, | THhD,

(4 £ERERZRI SE

9.4 AERRZERT DFE
PEBR PTREZ2 26 LT, G- HI3IE Dt 21T 5 KO8T 52 &, (9.6 B3]

(FEF)

JERERRBR (T v b)) Ve hTOEENBREINTWNDZ ENGRE L, HRATREZ Lt
OWNTIE, ARG IR 1T Lo RET 52 &,

( TVI. 6. (5) 1EhF] DIESHR)

(5) 4E 4w

9.5 HE4F
AR SO FAENR LTV S RTEENE D & 2 ePEICid, TR EOAIEMED faRit 2 a2 &l S
LHEICOHKET L L, BER (T v ) ThREHBE (EEXBIRS) 2t K25
&, IR - pREE (RIBAEEORD) 2KI19E, ZIRGE~DRE JIREROME) 254917
BEOEFRFERETROLN, £z, BMER (T v ) ([ZBWT, RIZHERTOREIC X
5 LEZ LNDBEDAFEBEHIAN E N ORIARE OB ~D 2SR & TRl bz,

(@)

AR (T b)) XV e FTORENRESINTWDZ LD, IR L T\ 5 aliE
PED B 2 LetEliE, IRIR EORRIENERIEE L2 S S ns/lcorkb5d52 8, 7
v M EAWE - IRERAEFMHICETARBRICBW T, 7 4 r L/ 3, 104 1U80mg/kg/ H %4
PR6~17HIC1IH 1M O#E L= & &, 30mg/kg/H [BRE#EEL CHRAEEAEREHAE (MRHD) @
26fF] ZEG UT-RECEa AT A (EEKEIARS) . 10mg/kg/H LA F (W & CMRHD O
19f%) ZRE Lo - lrIEENE (RIEEREORD) HNRD LT,

Flo. 7y MEHOWTEZBRA OISR E TOMMIREAICET 26BN T, 701/ 38,
10} U'30mg/kg % &K 2M M AT~ IR HTHICIH 1RFR O %5 L= & &, 10mg/kgll | [BR#EELL
TMRHDD17f%] 85 L7-BECZIERE~OFE (JMREEOKE) 2HR b,

F v RO AR R O A% OF AT N RHA ORI BT 2 3B Tk, 74 %x L /1.
3. 10mg/kg/ H Z#ITHR6~ZF 21 HIZ1H1RRE &5 L7 & =, 3mg/kg/HLL E [MEEEL T
MRHDO#Kj4f5] %5 L7=RET, B OEIRTFOBEZRICEI S EE2 b HAEROBREDH
FEIEEN RN D BT,

( 1IX. 2. (5) A=plis AT IERER DESR)

OFsER

9.6 %FLI%
EHART T2 L, BWER (T v b BIRNES) THITF~SBITT 5 Z LlES
nTng, £72. 7 v hOREMIZBWTE FOMAMEOEEREEE T, RLMOIRICH L)
RAEEEH GELROBEM) MR i,

(f#7#L)

KRR (7 v b)) ICBWTARBITARED N, £k hTORENBREINTNDL Z En

B, AFIEG ORI =D Z &,

v




. &% (ERLOIEF) ICETLEE

BHT > T [MC] 7 4RV 1mglkgZ HEIFFIRNIR G L7 & & & 51%48K ] £ TIZHIT

HZ PR S 7 HEE ST RE B TR 5 B0 FI20% ThHh > 7=,

T2, 7 v bEAWEEAR R OHEAROREW CICRHROREICBET 2R BRICB VLT, 7 4%

L/ 1, 3. 10mg/kg/ H # 6 ~ZFL21 HIC1H1ERR D& 5 L= & &, 3Smgkg/ AL L [BREE
ECMRHDO#)4f5%] 8% 5 U= RECRAMO VT L2 A EER GELROEM) N5 5

iz,

( TVIL 5. (3) HLit~DB1 Tl TIX. 2. (5) RS FEMERBR ] DESM)

(N INR
9.7 /R
INREEZ g & U T2 BRI RRBR T SE 0 LU Ruy,
(fE7%)
INREEZ RS L UK IIEE L TR 53, eI L TV W=Dk E LT,

8) S E
BREISNL TN

7. HEEA

10. #HE/ERA
AANTEL LTCYPBA4IZ L s D, [16.4 ]

(R7L)

t M Z VN 7zin vitroikBRIZEB W T, 7 4 XL/ T EICCYP3A4IC L 0 AR &,
CYP2C8DEE LB b=, CYP3A4}K O'CYP2C8D K BAIPHERZ 7=t MFRIIIC X Hin
vitroiBR e OB AAERRER D& . R 5T 2%E (fm) 1ZCYP3A45387~89%,
CYP2C873#110% & #HEE S 7=,

( TVIL 6. (2) fR#HCB 5+ 2/% (CYPE) D4y, 58] OHEBM)

(W HAZESEZNER
10.1 BERES (BFRALGWLCZ &)

o GIRTEI - T -
FALR HiE 1 fEblA 7
TS ey (R ) FAIOMEE | CYPSAZ <
YR FELEHRA () — T, AL T, A% | BELL R | WETSS - LI
oy R BEINSEH | L0 ARDS Y
FEFFEL (LA T 5 ) 5. F 5o A B
ENFren (FVCARE, TVIAFFA—T) 15,

AATUFLFENL (L7 T 7)

A REy NEFRHF (FUARAY, AZTE
VR, VAY—F FLYvary s X)
ryAaa~vAvy (VT VA 77V R)
TV RLIALENL (VT a—N)

(2.2, 16.7.3 &/]

(f##1)

AFNEFEE LTCCYP3ALZ L (R s o728, W CYP3A4FHER] & OO HIC L v AFD 27 Y
TIUANEA L, MARENE L EFT28ENRHLZENORELT,
AFRERHE (PBPK) TF L2 AW R a2 b—va BT, 74 1L/ v BN
CYP3A4PHERITHAHA N T a )y — k7 F ) 2aa~vA v o 2B LI, 740 2L
7 v OAUCIEZINEIN531% K% 1428%, CmaxlT187% & V125%HENT 5 = L AHEE STz,

( [VIL 1. (4). 2) DFEORE) | VL 2. 25NE & ZOHE | OHESH)



. &% (ERLOIEF) ICETLEE

Q) BEREE L ZDER
10.2 tREE (BERICEETH &)
e ok GAER - B -
HA W 71 FEIR T
2 e O CYPSAH 2 A ARAIDIM T EEN R4 55620 | CYP3AZFHE
T RO A T DD DT, FRICARFIFMGRE LD | 52 L1 X
NG RI L REFESENIME D Y 7 LMESE | WAFIDOZ Y
T aF S — L BFOWRELEEICBE T, | T T AN
53 \CYP3APLEHI AR
TIAKu
TR XY I
[16.7.1-16.7.3 ZM#]

(R7L)

AFNIEE L TCYP3A4IZ L R &SN D720, FEE L TFH W CYP3A4RHER & o HIZ L Y

AENDT VT Z 2 ANEL L, MHPRENERTL2B8ZNNH5 2 LNLRE L, AFOMmH

B ERICHED, MED Y U MEN ERTH2BENRSH D Z L5, FRICAAIBIAER & O &7

ERRTIMTE S U w7 MEZERE OREZ BRI T 52 L,

TR MBS (2P S E O CYP3A4ERICTHH = Y A~ A 2 500mg% 1 H 3014 H E K E £ 5-

LEBHICm ) Aa~v At 7 0 x L/ 1.25meg™” #HEgHHERS L7256 1T AERR GRBR

14504) 2B W T, 7 4 31/ Y DAUC KO CmaxlTZNZ11248% K ON88% M L7= (FREIANT —

2) o Fio. BERERAYSRE P EEE OCYP3A4LEAITH H T8I L& HHIL120mg, 2~4H
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B (BBR16910) 1B W T, 74 1L/ DAUCK RCmaxl L FIFI1T70% K TR122%#5 1 L
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FHEM MBI REMENT OFE R, 74 1L LW CYP3ABLERIOT I A4 0 o A& Lz L

., 7431 COAUCIHE21%EMT 5 Z ERHEE STz, £/, PBPKET L2 W =

L—2 g 02BN T, 74 %L v EBWCYP3AAPERITH H 7 A RxH I 20 HEE LT

EX. 743 7 U DAUCK U Cmaxl EENZEILET% K NB8%IEINT 5 = & HEE STz,

( TVIL 1. (4). 2) JF KDL OHESR)

) AFOEBENTAELOAREZ WEE., A7 2L/ LTUTOAES 1 H 1 ERAOKST 5,
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U i, eGFRICIE UC, 2580675 4 HE#% % B 7210 20mg ~HET 5, | Thod,
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(23t
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(1) EXRAEER & WEAE K

1.1 EX%EEIERA

.11 &H Y o AmiE (8.8%)
[8.1, 9.1.1, 9.1.2 /]

(f#7%)

E R RS MR (FIDELIO-DKD,#5216244 &% O'FIGARO-DKD,#B#17530) D#EAfEMT
WZBWTC, @AY U AMAEICBEE T 2 A EFR) BNAKIRET14.0% (912/6510%1) . 77 & REE
T6.9% (448/6489%1) 2B bz, 2 b, IRBIELBEHEOH LA EESR EIEM) 2 13, &K
HET8.8% (573/6510%1) . 7T AREET3.8% (249/6489%1) Th 7=, IEBREOEK G HFILIZE -
TAFERERILL 1%, ABEDPME L RS To A EFEFRIT0.9%ICFE D bivic, SETHITWT oG/
ICBWTHRBO Lo T,
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1%LL E 1% A
Rt s L OSeEREE KF YU ¥ AMAE, & REE
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EfE#RIZE MR (FX8816244/FIDEL10-DKDE: 1r 5% 17530/FIGARO-DKD) =& I+ S EIVERAFEIRIKR

BR16244 BR17530

RIEFH DI B (FIDELIO- (FIGARO- GCEil
DKD) DKD)

L R VERRATE 5] 2,827 3,683 6,510
BIVEFZBLBIEL (%) 646 (22.9) 560 (15.2) 1,206 (18.5)

ABr16244 #ABER17530 N
MedDRA Ver 23.1 DDy | ke | (e sam)

(2,8274) (3,683131)
£ TORIER 646 (22.9) 560 (15.2) 1,206 (18.5)
MmER LY v REE 1(<0.1) 8(0.2) 9(0.1)
E=qin 1(<0.1) 2 (<0.1) 3(<0.1)
PR Z MR 0 1(<0.1) 1(<0.1)
I ifn ERJE D E 0 1 (<0.1) 1(<0.1)
i IR A i 0 5(0.1) 5 (<0.1)
DR E 6 (0.2) 10 (0.3) 16 (0.2)
BETO v 0 1(<0.1) 1 (<0.1)
B ERET Y 0 2 (<0.1) 2 (<0.1)
AR 1(<0.1) 2 (<0.1) 3 (<0.1)
Ve A= 0 1(<0.1) 1(<0.1)
DRA 0 1 (<0.1) 1(<0.1)
FrE R RE AR A 1(<0.1) 0 1 (<0.1)
Vit [WN 1(<0.1) 0 1(<0.1)
O i 1(<0.1) 1(<0.1) 2(<0.1)
[yl 1(<0.1) 4(0.1) 5 (<0.1)
D2 [ A R 1(<0.1) 0 1(<0.1)
W=t PN 0 1(<0.1) 1(<0.1)
HANR 1(<0.1) 0 1(<0.1)
BB L Uk§REE 2 (<0.1) 10 (0.3) 12 (0.2)
Jr E R 0 1 (<0.1) 1(<0.1)
Hg 0 1 (<0.1) 1(<0.1)
EIERER =N 2 (<0.1) 7(0.2) 9(0.1)
HITRE PR 0 1(<0.1) 1 (<0.1)
N Uk E 2 (<0.1) 0 2(<0.1)
PERREE BRI T 1(<0.1) 0 1 (<0.1)
FODR A BB AL T E 1(<0.1) 0 1(<0.1)
AR e 1(<0.1) 4(0.1) 5(<0.1)
KA T4 0 1(<0.1) 1(<0.1)
HR B AL BE 1(<0.1) 0 1(<0.1)
TR B 0 1(<0.1) 1 (<0.1)
PRI 0 1(<0.1) 1(<0.1)
il A HH 1. 0 2 (<0.1) 2(<0.1)
B InkEE 71 (2.5) 86 (2.3) 157 (2.4)
JE R A Rk 3(0.1) 2 (<0.1) 5 (<0.1)
liEEiAT 4(0.1) 3 (<0.1) 7(0.1)
i3] 1(<0.1) 3 (<0.1) 4 (<0.1)
ERE 4(0.1) 3(<0.1) 7(0.1)
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ABr16244 ABR17530 e
MedDRA Ver 23.1 DRDY | kDY | (e mam)
(2,82713) (3,683131)

18 2% 1(<0.1) 1(<0.1) 2 (<0.1)
NI 0 1(<0.1) 1(<0.1)
5K 10 (0.4) 21 (0.6) 31 (0.5)

T 28 (1.0) 26 (0.7) 54 (0.8)

Elalc 2 (<0.1) 1(<0.1) 3(<0.1)
HIERE 3(0.1) 5(0.1) 8(0.1)

BLW 0 1(<0.1) 1 (<0.1)
537 1(<0.1) 1(<0.1) 2 (<0.1)
EES 1(<0.1) 2 (<0.1) 3(<0.1)
H Mk 0 1(<0.1) 1 (<0.1)
TH AL i Bl el 0 1 (<0.1) 1(<0.1)
T L& B 1(<0.1) 1(<0.1) 2 (<0.1)
[EREBIE B R e 375 1(<0.1) 1(<0.1) 2 (<0.1)
PR [ 50 0 1(<0.1) 1(<0.1)
1 B I Ak 1(<0.1) 1(<0.1) 2 (<0.1)
G 14 (0.5) 18 (0.5) 32 (0.5)

FHIE MRS 1(<0.1) 0 1 (<0.1)
BB 0 1(<0.1) 1 (<0.1)
APERESR 1(<0.1) 0 1(<0.1)
H R AR 1(<0.1) 0 1(<0.1)
R 0 1 (<0.1) 1(<0.1)
e 0 1(<0.1) 1 (<0.1)
AR 5(0.2) 3 (<0.1) 8(0.1)

— % - 2EEER X OREmAORE 23 (0.8) 24 (0.7) 47 (0.7)

1 7 9E 3(0.1) 3(<0.1) 6 (<0.1)
RN ISR 1 (<0.1) 1 (<0.1) 2 (<0.1)
Ja e 0 1(<0.1) 1(<0.1)
E 0 1 (<0.1) 1(<0.1)
F RS 1(<0.1) 0 1(<0.1)
P ATV 0 1 (<0.1) 1(<0.1)
9 57 10 (0.4) 10 (0.3) 20 (0.3)

LR 2 (<0.1) 0 2(<0.1)
s ek 2 (<0.1) 0 2(<0.1)
I 2 (<0.1) 0 2 (<0.1)
A A 2 (<0.1) 8(0.2) 10 (0.2)

KA AR 1(<0.1) 1(<0.1) 2 (<0.1)
FEER 1(<0.1) 0 1(<0.1)
FFREE R E 4(0.1) 4(0.1) 8(0.1)

JFHRE S 1(<0.1) 1(<0.1) 2 (<0.1)
% 2 (<0.1) 0 2(<0.1)
iRkt 1(<0.1) 0 1(<0.1)
& kT AT I —PE 0 1(<0.1) 1(<0.1)
JHF B 0 2 (<0.1) 2 (<0.1)
SRERER 3(0.1) 1(<0.1) 4(<0.1)
SR BUE 1(<0.1) 0 1(<0.1)
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ABr16244 ABR17530 e
(2,82741) (3,683131)

WS HEOE 2 (<0.1) 1(<0.1) 3(<0.1)
BRYWE R X OFAE BIE 8(0.3) 12 (0.3) 20 (0.3)

ESE e 1 A B R 0 1(<0.1) 1(<0.1)
bR 0 1(<0.1) 1(<0.1)
TN & SR B E 0 1(<0.1) 1(<0.1)
F i TR ke 1(<0.1) 0 1(<0.1)
H K 3(0.1) 2 (<0.1) 5 (<0.1)
Mgy o A GE 0 1(<0.1) 1(<0.1)
AR HE il R e 0 1 (<0.1) 1(<0.1)
SR R TR 1(<0.1) 0 1 (<0.1)
JH RS 0 1(<0.1) 1 (<0.1)
BRUEFEDS 2 (<0.1) 0 2 (<0.1)
PANER/S 0 1(<0.1) 1(<0.1)
(LB S5 1(<0.1) 0 1 (<0.1)
R iE 0 2 (<0.1) 2 (<0.1)
3 1R 0 1(<0.1) 1 (<0.1)
JBEES i 0 1(<0.1) 1 (<0.1)
RGBSR 0 1 (<0.1) 1(<0.1)
PR I F 0 1(<0.1) 1 (<0.1)
BB I A R 0 1(<0.1) 1(<0.1)
BE, PEBIUCLEESOHE 2 (<0.1) 4(0.1) 6 (<0.1)
AR = 0 1(<0.1) 1 (<0.1)
i) 1 (<0.1) 2 (<0.1) 3 (<0.1)
it - 0 1(<0.1) 1 (<0.1)
= E i 1(<0.1) 0 1(<0.1)
BRI 154 (5.4) 108 (2.9) 262 (4.0)

TI=rT ) N T AT =T —B N 4(0.1) 2 (<0.1) 6 (<0.1)
TARTEXURT I ) N T VAT 27 —EHIN 2 (<0.1) 2 (<0.1) 4 (<0.1)
7 L7 3 BN 0 1(<0.1) 1 (<0.1)
M7 H Y RRT 7 2 —BHN 1(<0.1) 0 1(<0.1)
M7 L7 F ok ARFF—EHEM 13 (0.5) 7(0.2) 20 (0.3)

7 v F =800 44 (1.6) 25 (0.7) 69 (1.1)

A= R o g n 0 1(<0.1) 1 (<0.1)
i H L A S P S HE N 1(<0.1) 0 1(<0.1)
A Y > HEhn 0 1 (<0.1) 1 (<0.1)
M U o Ak 1(<0.1) 0 1(<0.1)
e ) o LN 53 (1.9) 32(0.9) 85 (1.3)

KT 2 (<0.1) 0 2(<0.1)
PEAEIA I E KT 0 1(<0.1) 1(<0.1)
A7~ U 7 AR 0 1(<0.1) 1 (<0.1)
[l N RS- ) I 0 1(<0.1) 1(<0.1)
s~V 7 Y& Y KB 1(<0.1) 0 1(<0.1)
i H R SE 0 6 (0.2) 2 (<0.1) 8(0.1)

1. HR R B EE 0 1(<0.1) 3 (<0.1) 4 (<0.1)
BT R U AFRAT T REEN 1(<0.1) 0 1(<0.1)
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ABr16244 ABR17530 e
MedDRA Ver 23.1 DRDY | kDY | (e mam)
(2,82713) (3,683131)

C — ISHEE [ 2 (<0.1) 1(<0.1) 3(<0.1)
O R I oD B B T AL 1(<0.1) 0 1(<0.1)
y =T NEIN T AT =T =B 6 (0.2) 2 (<0.1) 8(0.1)

SRERIR A i e 39 (1.4) 28 (0.8) 67 (1.0)

7 a~E s e 1(<0.1) 1(<0.1) 2 (<0.1)
TWE:EE ¢l % 0 1(<0.1) 1(<0.1)
A 0 1(<0.1) 1 (<0.1)
JIFmEsE L5 0 2 (<0.1) 2 (<0.1)
it re R A iE L5 0 3 (<0.1) 3(<0.1)
IKHE U RE AL 1(<0.1) 0 1 (<0.1)
PRV A it 0 2 (<0.1) 2 (<0.1)
A= =V VA I E S 1(<0.1) 0 1 (<0.1)
AR AR AT R 0 1(<0.1) 1(<0.1)
N7 AT I —EBRE 0 1 (<0.1) 1(<0.1)
NZ AT IF—E LH 1(<0.1) 0 1(<0.1)
RED 2 (<0.1) 2 (<0.1) 4(<0.1)
RGN 0 2 (<0.1) 2 (<0.1)
RE#tB L OREES 304 (10.8) 233 (6.3) 537 (8.2)

7Y R— A 2 (<0.1) 0 2 (<0.1)
BAEIR 3(0.1) 5(0.1) 8(0.1)

ik 1(<0.1) 0 1(<0.1)
W PR I3 0 1(<0.1) 1 (<0.1)
Vi aplciE=Yiii) 1 (<0.1) 0 1 (<0.1)
HERR R Z. 0 1(<0.1) 1 (<0.1)
e JEL 1(<0.1) 3(<0.1) 4(<0.1)
Eh U Y AfE 286 (10.1) 210 (5.7) 496 (7.6)

e I ILE 1(<0.1) 0 1(<0.1)
B R U v A fGE 1 (<0.1) 1 (<0.1) 2 (<0.1)
&Y R g 1(<0.1) 0 1 (<0.1)
mhYZ YR FfE 1(<0.1) 1 (<0.1) 2 (<0.1)
B0 PR I I AE 3(0.1) 7(0.2) 10 (0.2)

AR A 0 2 (<0.1) 2 (<0.1)
1&A ) 7 A iE 3(0.1) 1(<0.1) 4(<0.1)
KFH N U T A fE 7(0.2) 7(0.2) 14 (0.2)

KU eI gE 0 1 (<0.1) 1 (<0.1)
1R S i 2 (<0.1) 0 2 (<0.1)
RET v F—o % 1(<0.1) 1(<0.1) 2 (<0.1)
% 3IDRZ 0 1(<0.1) 1 (<0.1)
BB RE X O AR REE 33 (1.2) 20 (0.5) 53 (0.8)

B B 6 (0.2) 3 (<0.1) 9(0.1)

ISP 1(<0.1) 0 1(<0.1)
BAHfRE 1(<0.1) 0 1(<0.1)
CRESE 2 (<0.1) 2 (<0.1) 4 (<0.1)
I VI BE B 2% 3(0.1) 0 3 (<0.1)
N 1(<0.1) 0 1(<0.1)
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i [0 5fe 0 1(<0.1) 1(<0.1)
S 11 (0.4) 7(0.2) 18(0.3)

WAl 2 (<0.1) 0 2 (<0.1)
A i L 1(<0.1) 0 1(<0.1)
W P9 4(0.1) 6 (0.2) 10 (0.2)

Joa 3 %5 A e 1(<0.1) 0 1(<0.1)
FHERR 0 2 (<0.1) 2 (<0.1)
i 0 2 (<0.1) 2 (<0.1)
TS 73 it e i 2 (<0.1) 0 2 (<0.1)
%gﬁaﬁ%gigf@g gg)ﬁ e 0 1(<0.1) 1(<0.1)
i e 0 1(<0.1) 1 (<0.1)
RE R E 45 (1.6) 47 (1.3) 92 (1.4)

Y B 1(<0.1) 0 1(<0.1)
FEMED F 30 (1.1) 22 (0.6) 52 (0.8)

IRALPESD F 2 (<0.1) 5(0.1) 7(0.1)

SN 0 1 (<0.1) 1(<0.1)
SHYF 6 (0.2) 6 (0.2) 12 (0.2)

it AR 0 1 (<0.1) 1(<0.1)
SRR 1(<0.1) 1(<0.1) 2 (<0.1)
VAR K 0 1 (<0.1) 1(<0.1)
TEHR 1 (<0.1) 1(<0.1) 2 (<0.1)
EARTH R 0 1(<0.1) 1(<0.1)
BER 0 1(<0.1) 1 (<0.1)
IN—F Y YR 0 1(<0.1) 1(<0.1)
L= a—nmNF— 1 (<0.1) 0 1(<0.1)
Jer=TRTOARAE 1(<0.1) 1(<0.1) 2 (<0.1)
TR 1(<0.1) 2 (<0.1) 3(<0.1)
KA 1(<0.1) 4(0.1) 5 (<0.1)
EX IR MEEE TR 0 1(<0.1) 1(<0.1)
PR 0 1(<0.1) 1 (<0.1)
EEE 0 4(0.1) 4 (<0.1)
IR 0 1(<0.1) 1 (<0.1)
AHRE 0 2 (<0.1) 2(<0.1)
F 7 0 1(<0.1) 1 (<0.1)
BB X ORKEE 84 (3.0) 54 (1.5) 138 (2.1)

R e 34 (1.2) 19 (0.5) 53 (0.8)

e 22 3 I fE 1(<0.1) 1(<0.1) 2(<0.1)
A5 R 1(<0.1) 0 1(<0.1)
84 B Mk s 8(0.3) 1(<0.1) 9(0.1)

& PRI B i 0 3(<0.1) 3(<0.1)
PSR K 1(<0.1) 1(<0.1) 2 (<0.1)
KF b U T ARIE 0 1(<0.1) 1(<0.1)
R E 1(<0.1) 0 1 (<0.1)
R [FBRIR 1(<0.1) 1(<0.1) 2 (<0.1)




. &% (ERLOIEF) ICETLEE

ABr16244 ABR17530 e
MedDRA Ver 23.1 DRDY | kDY | (e mam)
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BER 4(0.1) 3(<0.1) 7(0.1)

e 1(<0.1) 1(<0.1) 2 (<0.1)
EHEPS 1(<0.1) 0 1(<0.1)
R4 3(0.1) 4(0.1) 7(0.1)

g RE R 28 (1.0) 17 (0.5) 45 (0.7)

HRE 1(<0.1) 0 1(<0.1)
RIRAEMET v = A 1(<0.1) 0 1(<0.1)
PEIR B 0 1(<0.1) 1(<0.1)
JREA 1(<0.1) 0 1(<0.1)
PR & 0 1(<0.1) 1 (<0.1)
PRI ek 0 1(<0.1) 1 (<0.1)
JRRE 0 1(<0.1) 1 (<0.1)
AFERE X OLERE 6 (0.2) 8(0.2) 14 (0.2)

EVERT N R AE KAE 0 1 (<0.1) 1(<0.1)
AL 1(<0.1) 0 1(<0.1)
DAL 1(<0.1) 4(0.1) 5 (<0.1)
AL 4(0.1) 1(<0.1) 5 (<0.1)
FLEATA 0 2 (<0.1) 2 (<0.1)
FER . FERIS L OMpERRRE S 9(0.3) 6 (0.2) 15 (0.2)

Iz Wk 3(0.1) 1(<0.1) 4(<0.1)
- K] 5(0.2) 0 5 (<0.1)
55 VEHE - R 22 0 1(<0.1) 1 (<0.1)
B M A 2 1(<0.1) 0 1(<0.1)
T Rk 0 1(<0.1) 1 (<0.1)
Jiti 5 - 1. 0 1(<0.1) 1(<0.1)
T LR — B 0 1 (<0.1) 1(<0.1)
ARG R 0 I 7 i A 0 1(<0.1) 1(<0.1)
BB & OB THafkEE 33 (1.2) 34 (0.9 67 (1.0)

B E 3(0.1) 0 3(<0.1)
IR 0 1 (<0.1) 1(<0.1)
12 PR FE MR SRR 0 1 (<0.1) 1 (<0.1)
BAEPS 1(<0.1) 2 (<0.1) 3 (<0.1)
T LIV — MR 2% 1(<0.1) 1(<0.1) 2(<0.1)
B R A 1(<0.1) 1(<0.1) 2 (<0.1)
iz 2 (<0.1) 2 (<0.1) 4 (<0.1)
FRg R Z M5 0 1(<0.1) 1(<0.1)
FLBE 2 (<0.1) 1(<0.1) 3 (<0.1)
PR 2 0 1(<0.1) 1 (<0.1)
SRR A 2 0 1(<0.1) 1(<0.1)
ZIHE 1(<0.1) 2 (<0.1) 3(<0.1)
HRAJT 0 1(<0.1) 1(<0.1)
STV 5 1(<0.1) 0 1(<0.1)
Z O FEIE 10 (0.4) 9(0.2) 19 (0.3)

W35 7(0.2) 8(0.2) 15 (0.2)

Z R ISR 1(<0.1) 1(<0.1) 2 (<0.1)




. &% (ERLOIEF) ICETLEE

ABr16244 ABR17530 e

(2,82713) (3,683%1)
B 5 1(<0.1) 1(<0.1) 2 (<0.1)
D FEME R 1(<0.1) 1(<0.1) 2 (<0.1)
&2, 0 1(<0.1) 1(<0.1)
F & HI 1(<0.1) 0 1(<0.1)
& 1(<0.1) 0 1(<0.1)
ety 2 (<0.1) 0 2 (<0.1)
ERER 1(<0.1) 2 (<0.1) 3 (<0.1)
MmEREE 48 (1.7) 60 (1.6) 108 (1.7)
F7 ) —F 0 1 (<0.1) 1(<0.1)
FTH 0 1(<0.1) 1 (<0.1)
e I 1(<0.1) 1 (<0.1) 2 (<0.1)
EifLEZ YV —+¥ 1(<0.1) 0 1 (<0.1)
1B 1fnL 42 (1.5) 50 (1.4) 92 (1.4)
FECNTAEAR if 4(0.1) 6 (0.2) 10 (0.2)
AR P R 1. 0 1(<0.1) 1(<0.1)




. &% (ERLOIEF) ICETLEE

10.

11.

12.

ERBRERERICRIFTEE
REIH TR

BERE

13. BE®RE
BN FEBRRNDKIN% D=, MEENTIIAR OBREICITAHCThRWEEZ NS,

[16.3 &[]

(&)

BB GHEOBI OF AMEICOWTHERYL 4 5 72 0RE Lz, AFNZMEEZ o 87 fEE RN
91.7% & mW T2, MEENTIIAR OBREICITEA TheneEEzons, (VL 9. BITEIZLD
RER] OEBMR)

BHAEDEE

14 ERLDIE

141 FERIRAROIE
PTPEIZEDIHANIPTP — b bl L THIRM$ % & 5 #7845 Z &, PTPY — h DAk
(&0 BEOSLAERS REAEE AR L, B3R LA I 2 L CRERTIA L 5 D BB 22 & HHE
ZHRTDLLBDHD,

(f3L)

PTP— F @ GBRERXIR D72 IR E LT,

BENPPTPY— FE2Z0FEERAL, RESCKEZHET L LW FEFINHIML TX7-Z LT
PRV, BAKERERSEFEEN S ZOXISICOWTHRRTT 25 L 912 B AR (A EA % | c Y
Nholz, TNEZT T, AARBRMKESESOE ETH LADLEFEL LT, 2RO — Lk
JRIZ IS E FRRNA A Ls (P83 H 27T H T A HE R 5524075 M OVER8H4 H 18 A AF H 3K
HIEFE3045)

ZTDHDEFE
(M EERFEARIZED < 1FE#R
BRE SN THARWN

(2) IEFEEREAERICE D < 1E#R
BRE I N TR




X. JERGEREABRICREI HIEE

. RIEHER
(1) 2N EEA R

[VI. BEANIEBR B A THH | OESM
(2) e EEEER

e B TR A E ey

R s g &

RBRHA (IR [ 540284 iR
hERG# U 7 A9 | hERGFHEL T4V 744"\1/// hERG K&
¥ R HEK29341f 0. 1, 10, 100uM, | 2% L CHWBREMEM (IC20
P RE#™ 00, 01, 1. | fif : £922uM)

L 10, 100pM Rty . 8L
EE@,EL Lin vitrol
% JEERNTINS 2= A4 X/e— 7 0. 1. 3. 10mg/kg . Dagk o R L
X (MEHES) (B [E]f% b Fe ] DM 3mglkglh ECTHEER
HoREEE (PQRIIEA 5~
10%%5 %)
o7 MRS, 1B, | 7 v M Sprague- | 0. 3. 10. 30mg/kg | %7 L
o | Sl =2 Dawley (B[R O e 5]
o (148)
S
—ATHE, Z v M Wistar 0. 3. 10. 30mg/kg | &L
H F&E BT & (1#6) [ (a0 &5
| OMAKIR
E ~yFLeF b | Ty MWistar 0. 3. 10, 30mglkg | B/
L (HE7) [l 1 455
% | BR
TR e 7 v MWistar 0. 3, 10, 30mg/kg | &L
(4£12) [E (a0 &5

hERG : b M RUEEHRIEIEREIE S U © AF v FEE T, IC20 : 20%FHE R
a) b MMER Y 3 (M-1a, M-2a. M-3a)

(3) & DD FEEEHER

DA 72 —=45y MZxtd B4ER (in vitro)
WESHTEY T G T v A IZBWT, 74 3L/ i Nce Mg =Y (M-1b,
M-la, M-2a, M-3a) OA 7% —> v b (ZERS6~5THEH, N7 U AR—F —4f8H, A

T F ¥ FOVHEH) ICHRTAERERG LI 2 A, 74 3L U ROEREIT TR
DA 7 H = MR L THI0AM TIEME (0% L. EDOFRE X IIEHEIERH) 2R ho T,
TA4FL U EVE Fare ) O — RERBROILE TH L0, LI T AT ¢ %
L (LR F TR EUFEEEME T e Ra B ) UG Ein) KON LY 7 A F
¥ FRUTK L TIOOAM CERH 2 /R S 72 o 72,

Q@F FUHLRUVALYYLF v RIVIZHT BER (in vitro)
L@’H F v F ¥ RV Din vitroR VT — 7 -3‘/7"%&5%@::1&\(\ T4 R WRNTE B
P ERHY (M-1b, M-1la, M-2a, M-3a) i, DA A F ¥/ [ hFRU DA
7"(’7‘/1// BT A Y 7 4 —21.5 (hWNavl.h) Na &L Ot MELEEME (L) hry
U LF xRN EBRT A Y 7+ —251.2 (hCavl.2) Ca™Ei] X LT, WIid10pME
TEREZ RS 2o T2,



X. JERGEREABRICREI HIEE

2. HMHAER
(1) e 5 EHRERY
~UARONT v b E AW RS EERBR A JEE L2, 7 > FTIiE300mg/kgh ORI
BT, ¥ U A TIE200mg/kg D RN G- TIEL 03580 LTz,
T > WO HiE % G- MERBR X e T T, 4 X & V24 B E G SRR O g5
B OFER O AR E 2 PR L7,

G TES Beh Beh & o MG D B FE B
) @@ | (mefke) E7pIL (melke) (mg/kg)
~ 7 Z/NMRI 1 2000 aErEre L >2000
(#3~6) SR | 30. 200 : JET (2/3(5]) . FfLMERSE, @IF | 200
200 %
Z v K Wistar o 50, 300 : FETC (2/3%1) . HEEZHL T, HEEN | 300
(Ht3~6) 300, L, B5 T3

2000 2000 : SETC (3/3f) . FT o —8, AF
BT, BEEAML, B MEk, BT O
. FFE M O g > 25 B el i HH of

A X/E—=7 v A 0. SEEMER L >15
(HERES) 1.5,
5.
15

) RER G EEHAR
U A, Ty P ROA X e AERGEERRE S LTz, 7 o kb OB ERICE
L7222k e LT KB OBEMENT o ZA~OE, B OREGSEZE L, WO B g & ORI
DEAERRBD BTz, Fo, WEOEBEMIC X 2 HRNVE o AEH 2B LTz LB 2 b D
KA SRR DAL TR HiT,

BAMURAE | 5 | SR (mglkel) (Iﬂfirf) LR
(1% 7E) HAR (4% 5% K] (b b B ] (mg/kg/ H)
~ A /CD-1 | 138/ | #£:0, 1. 3. 10 .3 « =0.75 : BIFEEHEM (M)
(MEE10) Mt : 0. 0.75. 2.5, 7.5 [71%] « =3 B EERIN ()
(5RO 5 (od)] M- 7.5 < 7.5 ¢ BB R ERIRE ORI ()
[2115] - 10 : FEEAE SR, K LR oM
faFs /N, KE EIR DR 78
B
Z v M Wistar | 48[ | 0, 3. 10, 30 ] - =3 JREOHEM (#) | M Na
(MEIFE10) + (5 HIR% 0 # 5 (od)] [3fi] OAEAE () | MK S
4 M3 () . mFCan=iE (HE) .
IREE [101%] BB Rz BRI DA K

© =10 : (REHMME () | 2
AKEHI () | JREOHM
(M) . M NaoffE () .
M Cad @l (M) | MFRFE
EiE (M) . ALT - ALPE i
() | BB R ek AR ZE fadl,
() . R oD e Y i
() | Bl I FETE R A
(1)
- 30 : (REANIE, BB
() | BokEHm () | ff
JRFEEME () | MEMEAFEZR~D
W (EIRIRER, FENE - 55
JE DOFERE, TS R D FERE .
& B DOFME) o RE ORIE




X. JERGEREABRICREI HIEE

ELZEE AR
(5155 7¥)

Eiass
H1H

BehHE (mgkg/ H)
[ 52 i#]

M
(mg/kg/ H)
[b FERZEEL” ]

ERPTA
(mg/kg/ H)

(M) - FEoE. BEREOBAT LE0E
TERL » SAEMEMICIRTE, B o 4F
HERPEPRARAE « JTAZBRANE ST -
AL ()

0, 3, 10, 30
[l % 1 4% 5 (od)]

- 10
[m#]

[wH]

+ 3 B EEERIRH OAEK
« 210 : MFNaDEfE, L+ Cad

rfE (R |« B BCE BRI 022
fadt () . ATl AT IR R
() - MR OF) .
DUFHEEVEIR M« PRAIEE - SR
A (E) | MEESRER A~ DR
(JaRRE )

+ 30 : (RE{RAE, (REHINFIH],

feRiE DB L GHEBHEK T, m

. EA, M E) M) . RED
%m<w>\m$K@%ﬁ\ﬁﬁ
ONRERR (M) | BlgOLHHE
FEMEIR M (E) - B BT R
Ok (M) | BEOBAT R
W, e - AR - SRR
F AN (M) | MEAESERS~O
w4 (PASHIN I - /)%El{tf'aﬂéiﬂ;'iw
%m TENE - HEOFENE. 1
B R OFHE, B B OFE

fa. IO O E AMEEAE 55)

Z v M Wistar
(HfE1E20)

0, 1.5, 5. 15
0, 0.5, 1.5, 5
(58 #% 0 # 5 (od)]

5
[6fi%]
e ;1.5
[8f&]

-205_m¢0m0mm‘mﬁ\ il

FROME () | BB ERIR
HOMER ()

- =21.5: M NaD(fE (&) | i

HCad i (HE) | REIE R EER
KoK () | ERONN—F
— LA E OB - AR
OB (1)

5 REAKAE - AREBE IS

(M) . —feREOZ L GEA.
&) (M) . mHRFEOEIE
()

- 25 BRI EEOSIE
- 15 (RE(RfE - (REHE NI

() . ROV E AMEZEHE
()

I X/ — 7
(HfERES)

474 [H]
+
23 5
e

0. 1.5, 5, 15
5l 11 £ 5 (0d)]

MERE - 5
[196%]

© =5 ¢ B BB BRIRHT O A RN

22k

+ 15 : (RERAE - (REEE NI,

HAEE () | WP NaoK
i, M FKOEAE, 1 RSE & E
(M) | BIEEEOGME ()

T X/ — 27
(HfERtE4)

0. 1, 3, 10
(368 1 45 5 (od)]

WERE - 10
[88f%]

=3 RIBREEOSME (M)
<10 : IﬁlEF’NaO){fEfﬁ BIZEED

e () | BIE R ERR HE O
DI H@Hﬁii@ﬁ@” (ﬁkﬁ)

0. 0.5, 1.5, 5

[ % 1152 5 (od)]

0.5
(2]

- =0.5 : BEEEIKME () |

F B AR AR O - ﬂ@{ﬁﬂ?@(}\




X. JERGEREABRICREI HIEE

BRURAE | $25 | #2158 (mglke/F) <ﬁﬁ5%> LRFR
IR | I (48 L4t 4] el (megfke/ )
i - 5 N
[601%] « =1.5: BISARO /N « EEAK
B RS EROSE ()

ALP: TNVHVARATZ 7 X —F, ALT : 77=0T73 ) b7 A7 2T —F, AUCoou : FEFEETEY D 0 B

25 24 WM F T MR- MR FEfi, od: 1 H 1

a) b Mg@ZEl [ IHEEKOEIHE a ORMERISEMBIEMT THR LN 7 1 RV /7 2 20mg/ B # 5RO IERS
A AUCo-240=54.98pg - W/L IZESWTHEI L7z GEREAESE : & k 8.33%, ¥V X 0.077%., 7 v b
0.0465%, A X 5.49%) ]

b) T v FOMEHEELE LTAONTEY, FEFAE IR & L7,

c) HHEEREAIZ L AR N2 LD BRMEEAE R IR & L,

Q) BiaErERER"
EAFUUVERMERAITF 7 AFELT2AE B GEESERO KT : TA1535, TA100 & Y
TA102, 7 L —A 7 NEREROKH : TA153TK ONTA9IS) % M- 181722828 5ikbh (in
vitro) \ZBWT, 7 4 XL/ ES9 mixfF1E Fd D WIXIEFIE FOWT TN T H A R JR
PaIRE& oz,

Fx A =—ANLAZ VTl Z A 7c R B3R SR (in vitro) ([ZBWT, 74 %L/~
I FLEAIIR SR 2 e R R E R A SR e F 2 b,

et~ A (NMRI) %W/ MZRER (in vivo) IZBWT, 7 4 % L 3R R BT
EHIRWI EDRRENT,

4) DA RMERER

2EMNARMERER (TR, Ty k)
~ A (CD-1) X177 > b (RecHan : WIST) WEMER-6051/FE T2 /A A JRIERER (e~
A 7470, 1, 38, 10&U80mgkg/H, #f~w A : 0, 0.75, 25K U\ .5mgkg/H, HEZ >
k0. 2. 6, 20mg/kg/H., M7 >~ + : 0, 1. 3. 10mg/kg/H Z1H 1[AIFRHIRE 0% 5) % Elii
L7,
~ U ATIX, 30mg/kg/ HEEDORE~ D AT A T « » & Ml BRIEOSEEE NN 2 BT,
Z7 v bTlE, BHEZEOT-WVWTNOHEIZEBWTHENAMZ RIET HATRITHABIR0-
776
FoWED T AT 4 v B MIEERIZ, L7 R R ORIV S BREE L SE 52D
fllDHEA TR - TR RIS E L LT THAITHEREINDI Z ERMLNTND, v
ATCTTAT 4 v e MIERIEO R BAEE N2 A 53172 30mg/kg/ H OIEFE & (AUCo240) 1%, E
Mg RKHEEEH R (20mg/H) OBBFTEEO26M5ICMHY L, b M RHEHEZ2 K& < LA 5BgE
BIZBIT RV RBEERNT D EEZ N, 2, BEERENE M KHEHEDLTRE
\ZH YS9 5 10mg/kg/ H TlE, #E~ D AT A4 7 1 v B IR IIE O R B NT A L7 ho
776

(5) EFEF A S AR
7 v RO Y% AW CATER A R & S L 7=,
7 v NEZIREEEROE R E COMMIIRRAEICET 2R BRICB T, IIREEOKENE FOf17
fi2. ZFOMOZIREER OWIAMIEAE~D BN R OFI214E. T v MR - JRIER TR
BOWTHREAREOKMES e FOK19M%, EEKEARZNE hOR25ME, 7 > MHARTROHA
BREFBERBRICEB N T, B OGO REM)~0O 2 B iR 5 CH A IR o 3 5 EB) 1Y
MHFED BTz,



X. JERGEREABRICREI HIEE

b &
BT/ A # 5 s pE:
AN (mg/kg/ H) B
({%J;&/ﬁi) /ﬂ;q FEﬁ [&5%}:%] [

Hﬂﬂﬂ

& (mg/kg/H)

b MR ]

ZHERE K OB IR £ CO WIS AL

v MWistar | - 2ZBC2:E AT 0. 3. 10, 30 | Bl#Eh - HEhy
(ﬁk%m) ~ITHRETH [PRERE 0S| - =3 (KERED (—f#r) <3l10f%]
(IFHEH#14~16H [(0d)] (M - B 500 & | (EZRERE) - 30[161%]
(IR FEHEINPNH] - (KA (MEZ R RE. WSS
- AZFEC 43 R A (1) A 8l104%]
~ | FRETH - 30 : (REHDIMPNH]
(M - AZhi%) . 48
KEHEM, JREOHE
leJ
Zhahe. WIHIRR A
=10 : JIREED
A
- 30 : FHikEK - BIK
B AAFIRE O
., BRBIRFE I
D i

\h

e - hR IR

Z v hWistar | F#E6~17H 0. 3. 10, 30| R&EN : B#EW : 3[10£%]

(i, 22) (BRI D5 | - =10 : (RESMED | I8 - BRVERA - 3[106%]
(0d)] il FEEH & O KAE
30 : K EHE,

FRED N

fEIR -

- =10 Hﬁ‘b‘i‘ﬁ@ﬁ&
B, FRME B,
B LR

- 30 : EHAKER
%\um FEMmE
DEEFEY | il -
H H@Z@‘J‘ﬂ:/b) N /%
fEE, RS AEAE, R
KA

A IEHR6~20 H 0. 0.25, HE) BEEhY : 0.75[505%]
/Himalayan 0.75. 2.5 < 2.5 (REB, K| IR - R4 2.5[13f%]
(. 20) [Blee M 5| EEINMmE], R
(od)] 1&AE

B 72 L

HZERT & OV A2 D38 £ DN REA DR RE

Z v b Wistar| f8k6 ~#%%.21H |0, 1. 3. 10 | R#W : FLEh - 3[4£5]
(., 22) (BRI D5 |« 10 @ REH N HIAEIR - 1[2f5]
(od)] i, TEEH SR,
HAER
=3 ERFETED
N, HARHMKEO
KT, BRSERTE
- 10 = (REH AN
i, B BRI
HE, BEIREL - R
DAKAE

a) b MEEEL [ HEOE LHORERSEYEIEMT CHEoNT 7 2L/ 20mg/ H GO AUCo-
240=54.98pg - h/L TSN TR L7z GEREMH : & b 8.33%. 7 v k 0.0465%., U F 0.183%)
b) HEEOFKMHNTH D Z &b RAE IR &HlEr L7z,



X. JERGEREABRICREI HIEE

(6) B PRIl 1 S B
YRR L
(%)
T B AEH GRS RO AFMRERTY o—E L LT, MEEICBT 2 RprfiEt %
P L7, 2D ORBROEE O—HCIRREBIEE (HLE OB FRMBA, W ONIIEECHEDO L
LR R) ([2BW T, MILE ORPTREYE 2 R 2/ E R BIIA LR o T,

(N ZF DD Hk%=M

1) REH R

7 v M3BEMKE LG FERR 1[2B8W T, THIRIREETURSS (77— 7 vkA) |
Mgkl OFACS (Fluorescence Activated Cell Scan) X Oz 7' v 7' U Uit & Ff L7z &
A, RESREREE A RIR T A B LI A Do T,

2) B HREE (in vitro)

7 4R/ 13290nm~700nm DO RITRIN AR~ T 2 L h, bR (3T3-NRUR
BR) 12k, 743V ORIEEERR LR, TRk ik ER AR L &
ZZ2 b,



X. EEMFHICHYT HEE

10.

11.

Y %)

®H v T 4 T EE1Omg AT EEA
LT 4 T EE20mg AL EEE SR L
) HE-EMSEOLGECIVENTL 2L

BRI © B3 L

. AERE

HhHAM : 364 H

. BERETOIE

SEIRARAT

- W EOEE

R L

. BEMITEM
BEMTEELTA R
< T oL BDy:
Z OO BT ER

- R—RS - FME

[l —plsy 7L
[ %) K72 L

HY
Q)]

M T LT 4 TEEZRA SN BE S v~

{BIEEN D 7= DIV S LT & #F)
e OTES R

M1, 4. @EIEM I

(RMPD U 2 7 fx/
B L CRmT &

M TRELS A D LT TRERMSNDEBEHES A~ 2
BIFE PRI & & 0F 2 @R RER (CKD) |

. ERSAEEAH
20214E7H  CKIH)
. BERFEAZBEABRUVADRES., EMEENRSERAR. REMRIREAH
. U IR B AR e SRAM AL EI B2 BR AA
B 724 P KR AR A A
LT 4 TR | 202243 H 28H 30400AMX00176000 | 202245H 25H 20224£6 H 2 H
10mg
LT 4 TR | 202243 H 28H 30400AMX00177000 | 202245H 25H 20224£6 H 2 H
20mg

RN

BEERE. BEBERARFABRUVEZORE

RN

BEEYM

84 (20224:3 H 28 H ~20304-3H27H)

. DEEXIHREMN. AERVAEXFENFNFABRVENAR




X. EEMFHICHYT HEE

12.

13.

14.

REMEHRICEET 5158
LA

£@a—FK
=} 2~ fiih 2
— g R | HOT (o) | v~ bR
Ju 2 . — N
s : — R = VAT Aha— R
R o R (YJ=— k) G va R
s LT 4 7 HE10mg | 2190044F1020 | 2190044F1020 129111701 622911101
s LV F 4 7 E20mg | 2190044F2027 | 2190044F2027 129112401 622911201
RIRHKBTLDEE

O ABKNONEE T RICEHET AEEICBWT, (T oo TF o B REHERER T T v~

AT v R RREIUERIC K DR S WA ERE . IR OEAINEE SN TWD
BEICRET L, | . TARFEREICED eGFR METT2Z2 03552 LD, eGFRA
25mL/min/1.73m? Rl OEH 2L, VAT EXRXT7 4 v FEEBE L LT, AFIFRGOES %
HEIZHMT 52 &, J KO T 117, BEIREGE] OEONEZZRFN L, KRB ICHA AN S
Ni-BEOE R (FUREA, JRAEE, BHRE. 747 2 VRS &0 B g Lz LT, s s
FEBRBRTDHE, | EENTWHOT, RS> TUIHOEETHZ L,

@ ABF| O FEL OHEICEE T 2 EZICB W T, [10mg 8L 20mg $E D4 M) [A) 45 130w

STV, 20mg ZHE5THFR2IE 10mg SEEFEH LRV &, | EERTW5HD
T, FHICY > TE+HEETHZ &,

[ AN DS CRAGEEHE) O —BUEFIZOWT (BF44E5 A 24 H {RIEFE0524535)

]




XI.

X EK

. BIRAXE

1) A ZVEGNER [ Vo7 o 7 BED B BEEAI @I K2 — s bFs T A ]

2) AGRREREAME R, © A VB GAENE R [H AR NEREGRE 205 & L-EWNE THARR GUR
15171) ] (202243 H 28 H7&#, CTD 2.7.6.10)

3) FRIREERHAGER; © A VIS AENE R [EFEERE 25t 5 & Lc T R U o AFIRIERIC RIE T8
Brmatd o3 GRBr13786) 1 (20224:3 H 28 H &G, CTD 2.7.6.23)

4) FRRREREAGERE © A VIS AENERE [EFEgBRE 2 %t 5 & L 7-QT/QTei il (GRER
15113) | (20224F-3H28H7&RE, CTD 2.7.2.2.4.2)

5) AGRIFREAGERL © A /VFESAENERE DRERISPEBE BH 2t 5 & U 7o as IARERER (RAUBR
16243 / ARTS-DN) ] (202243 H28H7&#%. CTD 2.7.6.28)

6) Bakris GL, et al. JAMA. 2015; 314(9): 884-894. (PMID 26325557)

T) ARFBEFREARE L © A VSN E R DR ESE 2505 & L7 ENE AR GUR
16816 / ARTS-DN Japan) ] (202243428 H/&#., CTD 2.7.6.25)

8) Katayama S, et al. J Diabetes Complications. 2017; 31(4): 758-765. (PMID 28025025)

9) FFRIFREAGEAR; © A T/VFESAENERE DRE RIS LB w8 2 a5 & U 7 [EIBR AL R) 25 IAH XA

(7516244 / FIDELIO-DKD) ] (20224=3H28H &%, CTD 2.7.6.30)

10) Bakris GL, et al. N Engl J Med. 2020; 383(23): 2219-2229. (PMID 33264825)

11) American Diabetes Association, Diabetes Care. 2010; S11-61. (PMID 20042772)

12) AAGRRFREMR R « S T VIR ARG R DHE PRI ME B IBOR B8 Z2 x5 & U 7o [ BRIL R 57 ILAR 3R
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- HEREBRAAEH BN T RITRTE Y eGFRIZIS U CIRET 5,
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7eSaiZid, 10mgl A1 | 728E121%, 10mgl A 1[=]
NOHEBEEEET D, NHET 5,

Ok HAE
- BAZENEZEAIE. ROVWELTSIRAT S,
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2. BB T HERRIEFER
(DIERF~OKREICEHT 5ENMEHR

KEBMNCE (20229 KEThR) DFRE#

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no available data on Kerendia use in pregnancy to evaluate for a drug-associated
risk of major birth defects, miscarriage, or adverse maternal or fetal outcomes. Animal
studies have shown developmental toxicity at exposures about 4 times those expected in
humans. (see Data). The clinical significance of these findings is unclear.

The estimated background risk of major birth defects and miscarriage for the indicated
population is unknown. All pregnancies have a background risk of birth defect, loss or other
adverse outcomes. In the U.S. general population, the estimated background risk of major
birth defects and miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%,
respectively.

Data

Animal Data

In the embryo-fetal toxicity study in rats, finerenone resulted in reduced placental weights
and signs of fetal toxicity, including reduced fetal weights and retarded ossification at the
maternal toxic dose of 10mg/kg/day corresponding to an AUCunbound of 19 times that in
humans. At 30mg/kg/day, the incidence of visceral and skeletal variations was increased
(slight edema, shortened umbilical cord, slightly enlarged fontanelle) and one fetus showed
complex malformations including a rare malformation (double aortic arch) at an AUCunbound of
about 25 times that in humans. The doses free of

any findings (low dose in rats, high dose in rabbits) provide safety margins of 10 to 13 times
for the AUCunbound expected in humans.

When rats were exposed during pregnancy and lactation in the pre- and postnatal
developmental toxicity study, increased pup mortality and other adverse effects (lower pup
weight, delayed pinna unfolding) were observed at about 4 times the AUCunbound expected in
humans. In addition, the offspring showed slightly increased locomotor activity, but no other
neurobehavioral changes starting at about 4 times the AUCunbound €xpected in humans. The
dose free of findings provides a safety margin of about 2 times for the AUCunbound €xpected in
humans.

8.2 Lactation

Risk Summary

There are no data on the presence of finerenone or its metabolite in human milk, the effects
on the breastfed infant or the effects of the drug on milk production. In a pre- and postnatal
developmental toxicity study in rats, increased pup mortality and lower pup weight were
observed at about 4 times the AUCunbound €xpected in humans. These findings suggest that
finerenone is present in rat milk [see Use in Specific Populations (8.1) and Datal. When a
drug is present in animal milk, it is likely that the drug will be present in human milk.
Because of the potential risk to breastfed infants from exposure to Kerendia, avoid
breastfeeding during treatment and for 1 day after treatment.
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F—2 +Z U T7453# (An Australian categorisation of risk of drug use in pregnancy)

Category D

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

(20234-8 H HF i)

EURAISCE (202352 A %ETHR) DiE#E

4.6 Fertility, pregnancy and lactation

Contraception in females

Women of childbearing potential should use effective contraception during finerenone
treatment (see section 4.4).

Pregnancy
There are no data from the use of finerenone in pregnant women.

Studies in animals have shown reproductive toxicity (see section 5.3).

Kerendia should not be used during pregnancy unless the clinical condition of the woman
requires treatment with finerenone. If the woman becomes pregnant while taking finerenone,
she should be informed of potential risks to the foetus (see section 4.4).

Breast-feeding
It is unknown whether finerenone/metabolites are excreted in human milk.

Available pharmacokinetic/toxicological data in animals have shown excretion of finerenone
and its metabolites in milk. Rat pups exposed via this route showed adverse reactions (see
section 5.3).

A risk to the newborns/infants cannot be excluded.

A decision must be made whether to discontinue breast-feeding or to discontinue/abstain from
Kerendia therapy taking into account the benefit of breast-feeding for the child and the
benefit of therapy for the woman (see section 4.4).

Fertility

There are no data on the effect of finerenone on human fertility.

Animal studies have shown impaired female fertility at exposures considered in excess to the
maximum human exposure, indicating low clinical relevance (see section 5.3).

) INR~DEBEIZEY HECE

KERMCE (2022F9AKETIR) DEER

8.4 Pediatric Use
The safety and efficacy of Kerendia have not been established in patients below 18 years of age.

F—A b7 ) TIRMASGE (2021411 A YERRR) DFE#

Paediatric Use
The safety and efficacy of KERENDIA have not been established in patients under 18 years of age.
Therefore, KERENDIA is not recommended for use in paediatric patients.
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EURMCE (20234F2H HETIR) OiL#
Paediatric population

The safety and efficacy of finerenone in children and adolescents aged under 18 years have
not yet been established. No data are available.

HARDIRMSCED 195 i) . 9.6 =FHhm] |
D SETORMSCEOLR L TH-R D,
9.5 4E4F

PESG SUTIESR L TO S ATRENED & 5 & MEICiE, 18R LA e etz Blnl % & &
NOGRIZORET 52, BWFER (T v b)) TlRGEE EEXREIIRS) 2t Fo
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—106—


https://pharma-navi.bayer.jp/kerendia/basic-docs
https://renal-connect.bayer.jp/chronic-kidney-disease/tool/medication_guidance
https://pharma-navi.bayer.jp/

HHT7T 7Y RS E"] TR —a3— Fagsiis & BRFOBEFRFE 2T TE 7,
TLYT 7R RINE

«n 855

14987341113

TRSCT ") OWITIZFRERLAZ 22720,
https!//www.gs1jp.org/standard/healthcare/tenbunnavi/pdf/tenbunnavi_HowToUse.pdf

BIEIRTETT [MEREERERUBEL SO ESE]

I\ ATV EmRINEHT
a KPRdbEX#EE2-4-9 T530-0001
Bayer https://pharma.bayer.jp

(&b Ey5—]

0120-106-398
<E{JER> 9:00~17:30(LBHRA-HABE=ERRL)

PP-KER-JP-1107-19-08

(202309) KRD-3.0(I1/HH) KRD232804


https://www.gs1jp.org/standard/healthcare/tenbunnavi/pdf/tenbunnavi_HowToUse.pdf

	表紙
	目次
	略語表
	Ⅰ．概要に関する項目
	１．開発の経緯
	２．製品の治療学的特性
	３．製品の製剤学的特性
	４．適正使用に関して周知すべき特性
	５．承認条件及び流通・使用上の制限事項
	６．ＲＭＰの概要

	Ⅱ．名称に関する項目
	１．販売名
	２．一般名
	３．構造式又は示性式
	４．分子式及び分子量
	５．化学名（命名法）又は本質
	６．慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	１．物理化学的性質
	２．有効成分の各種条件下における安定性
	３．有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	１．剤形
	２．製剤の組成
	３．添付溶解液の組成及び容量
	４．力価
	５．混入する可能性のある夾雑物
	６．製剤の各種条件下における安定性
	７．調製法及び溶解後の安定性
	８．他剤との配合変化（物理化学的変化）
	９．溶出性
	10．容器・包装
	11．別途提供される資材類
	12．その他

	Ⅴ．治療に関する項目
	１．効能又は効果
	２．効能又は効果に関連する注意
	３．用法及び用量
	４．用法及び用量に関連する注意
	５．臨床成績
	(1)臨床データパッケージ
	(2)臨床薬理試験
	(3)用量反応探索試験
	(4)検証的試験
	(5)患者・病態別試験
	(6)治療的使用
	(7)その他


	Ⅵ．薬効薬理に関する項目
	１．薬理学的に関連ある化合物又は化合物群
	２．薬理作用
	(1)作用部位・作用機序
	(2)薬効を裏付ける試験成績


	Ⅶ．薬物動態に関する項目
	１．血中濃度の推移
	(1)治療上有効な血中濃度
	(2)臨床試験で確認された血中濃度
	(3)中毒域
	(4)食事・併用薬の影響

	２．薬物速度論的パラメータ
	(1)解析方法
	(2)吸収速度定数
	(3)消失速度定数
	(4)クリアランス
	(5)分布容積
	(6)その他

	３．母集団（ポピュレーション）解析
	(1)解析方法
	(2)パラメータ変動要因

	４．吸収
	(1)吸収部位・吸収率（外国人データ：試験14502）
	(2)絶対的バイオアベイラビリティ（外国人データ、試験16535）

	５．分布
	(1)血液-脳関門通過性
	(2)血液-胎盤関門通過性
	(3)乳汁への移行性
	(4)髄液への移行性
	(5)その他の組織への移行性
	(6)血漿タンパク結合率

	６．代謝
	(1)代謝部位及び代謝経路
	(2)代謝に関与する酵素（CYP等）の分子種、寄与率（in vitro）
	(3)初回通過効果の有無及びその割合
	(4)代謝物の活性の有無及び活性比、存在比率（外国人データ：試験14502）

	７．排泄
	(1)排泄部位及び経路
	(2)排泄率（外国人データ：試験14502）

	８．トランスポーターに関する情報（in vitro）
	９．透析等による除去率
	10．特定の背景を有する患者
	(1)腎機能障害患者における薬物動態（外国人データ：試験14509）
	(2)肝機能障害患者における薬物動態（外国人データ：試験14510）
	(3)非高齢及び高齢の健康被験者を対象とした薬物動態試験（外国人データ：試験14508）

	11．その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	１．警告内容とその理由
	２．禁忌内容とその理由
	３．効能又は効果に関連する注意とその理由
	４．用法及び用量に関連する注意とその理由
	５．重要な基本的注意とその理由
	６．特定の背景を有する患者に関する注意
	(1)合併症・既往歴等のある患者
	(2)腎機能障害患者
	(3)肝機能障害患者
	(4)生殖能を有する者
	(5)妊婦
	(6)授乳婦
	(7)小児等
	(8)高齢者

	７．相互作用
	(1)併用禁忌とその理由
	(2)併用注意とその理由

	８．副作用
	(1)重大な副作用と初期症状
	(2)その他の副作用

	９．臨床検査結果に及ぼす影響
	10．過量投与
	11．適用上の注意
	12．その他の注意
	(1)臨床使用に基づく情報
	(2)非臨床試験に基づく情報


	Ⅸ．非臨床試験に関する項目
	１．薬理試験
	(1)薬効薬理試験
	(2)安全性薬理試験
	(3)その他の薬理試験

	２．毒性試験
	(1)単回投与毒性試験
	(2)反復投与毒性試験
	(3)遺伝毒性試験
	(4)がん原性試験
	(5)生殖発生毒性試験
	(6)局所刺激性試験
	(7)その他の特殊毒性


	Ⅹ．管理的事項に関する項目
	１．規制区分
	２．有効期間
	３．包装状態での貯法
	４．取扱い上の注意
	５．患者向け資材
	６．同一成分・同効薬
	７．国際誕生年月日
	８．製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	９．効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10．再審査結果、再評価結果公表年月日及びその内容
	11．再審査期間
	12．投薬期間制限に関する情報
	13．各種コード
	14．保険給付上の注意

	ⅩⅠ．文献
	１．引用文献
	２．その他の参考文献

	ⅩⅡ．参考資料
	１．主な外国での発売状況
	２．海外における臨床支援情報
	(1)妊婦等への投与に関する海外情報
	(2)小児への投与に関する記載


	ⅩⅢ．備考
	１．調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	２．その他の関連資料




