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ARSI~ DIRIRE (S5i)
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PRATSAT: PRATHIM LRATIEHE i L)
. “HORY) = F L UAE
EHIRFRER | 25C, 60%RH 60 % A o Zib7e L
+7 7AN=FT A
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. R i L
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I 510 — @ —
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U ER R L
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T 25°C, 60%RH 7 MR B K OV FE oD 28
i YR 30°C, 75%RH 6 »H et 7 AN | 1k, 40°C75%RH (2T
B 40°C, 75%RH G FERE OB (A )
s Xt TR | 12X108lux+h
. = ' HI Ay —L | AL
x (250W + h/m?) oLk IAT e

) RHEEE - T84 - 1 7 e AOMEISRIE COLEMRER) ([THES<SHE OM, &8,

tanlids)

7. REERUVBBREOREMR

M LA

8. fhHlL NESEL (MELFHEIL)

ML

9. B

H RS HEEBRIE S FAVEIiZ &Y

RRZAT O,

THEE, HREEM,




IV. A4 5IEH

10. & - 2%
(1) FBEARVELRSR - 8%, NEIEKRERS - ARICET 51ER

YLD

(2) a%

<X T 4T v ALE 10mg>
100 #£[10 & (PTP) X 10]
700 $E[14 & (PTP) X50]
500 FE[fR, /37 ]

<X T 4T v ALE 25mg>
100 #£[10 € (PTP) X10]

Q) FREE

n

224 LR

Tl

(4) BHEOME

PTP @3 : PTP > — k (F: AUk =/, EH: 7 LI=0U L)
ok oA (Bear 7 R), ¥x v 7 (&), 9% (KVx=FLroo—h RI=FL
N INN

1. AZR#ESnLEME

AR L

12. Z0fth

B LR



V. {ERICEAT 5 EE

V. ARICEIT HHE
1. PEEXIEHE

4. EERITHER

KO xT 472 REE 10mg - 25mg>

O2 BUERRIR

K% T 47T 2 REE 10mg>

OgtLT2

==L, BHELDTLDOEENGTAREZTTLLEEICRS,
OBM®E#=m

L. REBFREXEBEMBITPOEELRL,

2. MEXTHRICEEST HEE

5 MREXRIIBRICEET HFE

<2 BUNEPRIR>
5.1 AFNL 2 BBEIRIE & 2 SN2 BT L CORMEN L, 1 BBEIRF O BE ITIT R G2 L2
WZ &,

5.2 RAIOTERILH 50> COBERIFIGROIEARTH 5 BRFwE, EERIEL 51217 o72 L T8
RPRF7GEITR BEST D2 L,
5.3 B HERERE B UTENT P OR B AR SRE CIIAK O MR TIERASHRF C& 720z
., FH LRI L, [8.2, 9.2.1, 16.6.1 ]
5.4 % RHERERE T B TIIAK O MUBERE TR +01215 DALVRWATREMEN & 2 D T G-
VB2 EE | HWT 5 2 &, [8.2, 9.2.2, 16.6.1, 17.1.4 ]
EMLTRE>
5.5 THWREG OHONEEZBM L, BKRRBRIHAAN DN BFOE R S ~+
SRR L7z BT, EINEE ZRINT 52 L, [17.1.5, 17.1.6 2]
< {2t Bfigsm >
5.6 eGFR 7% 20mL/min/1.73m? AKJifi O & Tlid, AHANOE IR W%b+ﬂzﬁ%ﬂ@wﬁ%ﬁﬁ
bHZ &, AKEEGHIZeGFR MR T35 EnH 0, BERENENT 2B8ENNH D
_k@%\ﬁﬁﬁMEﬁ%ﬁEC#MTé_kodﬁR#Z%ﬁMWM&ﬁ%ﬁ@%ﬁ%ﬂ
G & U= BREBRIT I L TRy, [8.2, 9.2.4, 17.1.7 BIR]
5.7 THEREAE) OHEONEZ I L, BBKRRBRICHA AN DN BE O R (FURER, PR,
BHERESE) & o0 I CBRR L7z BT BRI IS 2 WA KT A BT DR R ESE
SEFE VS A S5B|C, MICEE BT 52 L, [17.1.7 3]

(FiFw)

AN, TR O M IO BRRFH T IEICBE T o 04 T4 ) CER2297 A 9 H, HEH

AFE 0709 55 1 %5) (Zih - THRRARBR Z 920 L, HUMPRIE R OFIRIEIC BT 2 A NS %

EMETRENTOD SN2 &b, ARIOEE - 2Rz 2RBERE] & LT,

5.1 AANL, 1 RUBEIRISEE TR 28200, - RRMEIIMRE L ThRnZ &b, 2 RIPER &
P ENTBEIH LTORMER T2 Z &, ARORGHIREZWMEICT DT-DITHRE LT,



V. IBICET 2 E

5.2 2 BUBERIA OTRIFRIZIBWTIE, T RFHE, EBREL 2017729 2T, MhEE» =
YR TERWEEITHEMRIEZATOLERH D Z L bR LT,

5.3, 5.4 ¥ESCEME SN BHSRERE 2 AT 5 2 BRI ERE 2R L U EELE S 1 A
B D (124536 iER) (2R T, BEEEEEREEERE (eGFR 2% 60~ <90mL/min/1.73m?) X
VXA B RE RS R (eGFR 78 30~ < 60mL/min/1.73m?) Tik, 77 B REEE i L TA
# 10mg B (EREERBREREREE B DO A) KT 25mg BE THIGHAAICAH Z 72 HbAlc (NGSP 1,
ANCOVA : p<0.0001) DX TARD SN TNDHA, EFEEBHERERE (eGFR 28 15~<
30mL/min/1.73m?) TiX, AH| 25mg Bt L 7 F v AR L ORI HbAle DB EICET 5
BEE AT DN TR, SbIZ, PEHEEBERERESESREZ 28 (CKD 27— G3a:
eGFR 7% 45~ < 60mL/min/1.73m? & U8 G3b : eGFR 73 30~ <45mL/min/1.73m?) |Z43 ) 7=fi#
HrCI%, HbA L IZH T D BIX CKD A 7 — Y G3b BE DI MEm - - E ST 5,
eGFR 45mL/min/1.73m? #&jii (CKD 27— G3b KOEN LV FE) OBERERE O H 5
FHTIEAAOMBERE TERBRSE LR RDBTNRH 5720, RO OHIEEZE DT
BREtT 2 0ERH D Z ENBRE LT,

5.5 RFNOFEAICH = > TiE, AIAREEOBRARRBRICHA AN S - B8 O R x -+ BRfR L
72 BT, SIGEEEZRIRT 2MNERDH D Z ENDBRE LT,

5.6 1245137 ARBRClX, A7 UV —=27W® eGFR 7’ 20mL/min/1.73m> LA LD EF Z x5 L LT
BV, _X—RF AT eGFR A 20mL/min/1.73m? K O BE N 253 Bl G iz, E7-, R
HEH IR B AR RIIBAT L2 A 0@:T DL 2 5 o6 T O ARAI OB G 1Tk Re T &
LTCWe, N—=ZF A HED eGFR BV 7 /L —7EHTIZ BT, eGFR 2% 20mL/min/1.73m?2
Helils D BAE LM TOHZET eGFR 2% 20 LA E 30 Kl (mL/min/1.73m?) O BEHEM & FEED
fEm %R L7, L2 L, eGFR 7 20mL/min/1.73m? K O BE BTV TH 7= 2 L 2B E
Z, TS DOBETIEIARMOEEONLENEAEEIHET L, RFIOEE-0O P IE %5 o THRE
TOMERDDHZ EMBRRE L,

5.7 1245.137 BRERICEBW T, HEMMER OO Flixt 5 & 78 - 7= BEHEF K O BR R & 1 £
Z, AHNOERGATEE L TR RBR OGS EE Y e 0T 2 08 N H 5 2 & 2R
[ R NNl DY (e

1) B REREEORREIL = 7 o 225 CKD BT A KT A 2 2013 4EERR DEFHIT LIz o7,

3. AZERUVAE
(1) BERUVEASOMER

6. AERUAE

<2 ZUHERRIR>

WE, RACIET 7Y 7Y LT 10mg 2 1 B 1 BIEIRRT T AE%IcRo&REd 5,
2B IRAT SR AT, A ICBIEE LD 25mgl H 1 ENCHET 2 Z LR TX 5,
EMLTL, BUHERR

WHE, RACIET 7 7Y LT 10mg 2 1 B 1 BIERRT X ITHE%IcRao&RET 5,




V.

BB 5 IHH

(a5

<2 BUBE RS>

HASN 2 BUREIR PRI ICAHK] 10mg, 25mg % 1 B 1[0 28 HEE#HG Lz L&, JRP I/ Lva—
AT G4 24 BERIICDIZ D Ei L T2 2 D, ARIO®EGIZ1 B 1 RN YTHD L
FIWF iz, F7o, W CHEM L R EORERBRICEB T, ARHF| 25mg DZEIEREE 5T T
BHEL D AUCoc, Coox VKT T 5 Z EMNBH LN TODA, MBERE FERICRIE TR
SNEHEEIND Z D, BAHEGICHET 2 LB TRV EHr Sz, 61, ENEREK
AR B W TR G COLAEMER OLZEMEZFTAT L TV D72, FRFTUIHRRZ IR S
T5ZENHEYTH D &HWr Sz,

<[& A >

LR D 2 BB RIFIC T 2 ER OCHBICEB W T L A 1R GEORENHH 2 &, ROE
I FEE R REER (1245.121 3A8R) (B W THIR GO A THOM R V27 L Tn D7
, 1 H 1 BFIRSUIFRZICEST 5 2 LM ThH D L s,

<P >

55 I ABEBR AL AERER (1245.137 3BR) 1I2BWC 1 A 1 B G THRIE K OV 2 31l L T
B, BEAGR O 2 BUEE LRI ONTIEM ORI ) 2 B R O & & FERICBT 5+ i
HRBRAENEZT, 1 0 1 EEIRRTUIHIRZICERET 5 2 LREUTH L LS,

(2) RBERUVAEDRERE - RHL

<2 Bk PR P>

AFNOEFRFEREAE DD, HARNZIBWTAA 10mg #E& O 25mg #EOWTHIZIHB VT H HbAle
FALEIX T 7R i L CHERIERTRRD TS, £z, ERELFERBROFEEND,
BRI ZEEDOBREITRD SN TRV, LM LARRD, KIEEHED%EORF OELEN
7Y AT ERT D0, K0 KRS & CERRMICAE MR ER TV S 10mg LY 5% B
BT b NI Th D EEZ, AAOHKBHESL 10mg & RE LT, IRBR+070856813,
BEOREZ 3B LARND 1 H 25mg ~DBEEREL T2 L LT,

<|BPE AR 4>

KA OLME Y R 7 O 2 BUFERP B 25t & U7z EERIL RS (1245.25 38 O pdiE»
O, AFNZ L2 LMEE, ODARIZEDARE, XIZENOEGTHEEE O U XA 7K TR 5
i, 20U A7 TR 10mg & 25mg CTRIRE ThH o722 LD, RAIOEBIELARITK
THRHEROHZEZ L A 1R 10mg PZYTHDHEEZ LN,

I 62, AEBRHBEOMKT L2804 (HFEF) B3 2 x5 & U725 1A E BEIE RS
(1245.121 3BR) OFGHEH S, K] 10mg (X, HFrEF BH OO &5 X T LRI LD ABRD Y
A7, FODARIZE DA WIEIROER) OV A7 2 REKTEEL, ZhbOghRiE2
RBERF A OO IS0 D 6T, BARNESERTHRERIZRD bivkz, 7z, A 10mg D
BYELARRBFICIT 2 ZeMET, 2 TERFICB T D ARKOLR2E T 7y A v E—FL, B
e BEER R SN2 e, BHELASBRE~OMELOHEE LT, 1 H 11 10mg &

BT Lz,
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<P >

AANOLAME ) A7 DEv 2 BUERIE EE 25 & U7z [ERS LB (124525 3BR) DR
B, AANC X B 0MEE, BIEOFHBBULEL, UIZNOEAFHIEE O U 2 7K TR
RO, ZDOV AL TFHEIL 10mg & 25mg TRIRE TH 722 Enh, ARAIOEME g
JEICRF T 2 FELROHEIZ T A 1EN0mg NZETHD B2 b, 5T, CKD B#F &%t
& U720 N FRERAREER (1245.137 3BR) OFER, =70 7P 10mgld, X—AX 74
> ORERIAG DA S eGFR EZ2 12000 53, MRIAV CKD BFIZHBWT, BHREET U
DIMEED Y 27 2 HEIE T SW 72, £72, =2 T 1 » ORRBE A A S eGFR i, UACR
EIZ 303 B TRIRBEITICBE T 2R RARA U hELTHMHR TS eGFR A 11— 7 % 4%
R L, BRIEV CKD BFIH L CBREERZ AT 5 Z &ARSNT, 612, BARANEM
TY, i%%.&ﬂﬁu,ﬁf*ﬁﬁx RO FED U 2 7| eGFR A 1 —F|Zxb4 5 1E04) B
DHER ST, F72, CKD BEICB T 7 ) 7u vy 10mg DT, ZhE Cloa
LBNTNWDHTZY 7Y TavroRe7Ta 7y AV EFRRTHY, BARANIBNTHEHE
[ & [Alkk, RIFeBRMEDPHRINT, Lo T, BIEBRREE~OMELOHEE LT, 1H
18] 10mg &7%7E L7,

4. AERUVRAEICEET HEE

1. AERUVAZEICEET 558

EHLFL., BHBRER

2 RUBEPRIG 2 A 0F T A RE T, b= s e —ARNRHSREAIcITiE = v F o — L oikE
ZHME UCARH 25me [IZH &R 5 2 &8 TE D, 8 MDA L OB M B IR 15 L CTAHI 10mg
1 H 1[EZB225HEOHINETMHER SN TN, AH| 10mg & kR 548002 B LT
AH 25mg G- LT &,

(fig)

<@, ARV >

k= he— L OdEEL HAY & LIZAA] 25mg ~DOIEEIZARETH 5725, 1B LARITKT 5
MIEK OHEIZB W T EOBUEIT 2, £ 72, 18V O 2 K OV gt (2 %4 2 A<l 10mg
1 A 1EIZEBRDHEOHMMEITHER SN TWRNT &b, EEMMEDTZORE LT,

5. ERERALEE
(1) BBRT—2/1\vH5—

1) ~4) 1%, 2 BBERIS ST 2 REKRIC BT DR T — X N\ r—YTh D, BRRBRIC
DOWTIE, EWNTIHEM L7 5B, W CI L7z 26 BBRA N 2 7B E 31 3Bk A SE AL &R
LT, Fo, BT —2EEM5ETH2HT, WHATHEELE 15RBRIISEER L L,
5) VXIS 2 BIMAEGRRFIC BT DERIR T — 2 Ry r— U Th D, BRI DUV T
X, EWNAR T U7 E R R 2 SRR A R R & LT,

6) (XBMEB N KT D IBIAGERF IR D IR T — & Ny =T Th D, BRRBRIZOWT
X, EWNAN TN U7 E R R 2 SRR A R R & LT,



V. {ERICEAT 5 EE

1) F72 PK/PD iR GEEE) —%

=% IN
gzig R T A At i 1 52
FIMERER | 7oAk, ZEER, |HEEIME LAk, FAME, K | HERS
1245.52 77 ARSI, B[R | 48 ElE &Uﬁdn@fﬁd
(EM) e 5B
FUAHRR | 7ok, ZHER, |2WMERBEEE | 3T, HEpERE, %28 HiH
1245.159 7T A, RAEH G-, | 100 1 MR OEAFEORE | RKIEHE S
(EM) AT R e
IR | 72k, “HER, | BERA QT(c)MRRITxI 3D 5 8 | Hilalie -
1245.16 9 7T R, 7 v 24— | 30 # DA
(M54 Rk Bk
FIFRR | EER, T4 b, 7| B NRAFT A ZEY HA[A] -
1245.79 9 0 A A — N —i R 18 5 IRFETREOR
(54 B OVZENERER 5 C D

B HBIPE DK
FIFRE | EEHR, Tk, 7 | 2BERBREE | - Zva—2 G, E | ]KEE S
1245.42 9 1 A A — N —RER 23 K OVRPEE, Ky
(H#E4%) NITUR, L=V -7

VUF TV - TV

K27 1 2 DTG

b, BEHERENT VR,

B, KOMKEZED

FAL BT DO

Et

« PEPR 155 Ko O 22 Ik

PR IE B :iﬁ“éﬂf

BoOE

2) HMURE

UKPREFE Rl : 2014 412 )

HANBE 2581 U7 EPN AR R K OV A AR N DB U 7 [E R IE R

CERMEEHE R —5&
=24 AN
gigg R A i Yy 510
B UM | T2k, —EEH, TSR | &, Ao, etk | 12 #EHE+
R 77 AR, WATHEM | 547 B 7 BT 10 KU 25mg | 40 FH[H
1245.38 7 PR, AER R BRI Ze 40 EFIER G- LIz &
(EM) E ORI EORET
BB | 7 o2 oMk, ZEEMR, |2WBEREEE | 77 BERKRR X 7Y | 24 @
1245209 7T AR K OFEIES R, | 947 # TF U EXRICLE L
(SN B A | WA THER] HhisatER xOHME, Btk
i) DR ORRFS

UKGRRFE R 1 2014 5 12 H)




V. B

BI9- 5 IHH

3) PFAFRE

HANBE 25510 LT BN R R K O AR N EE 23200 U 7 [E B ALRIRAER (7 20 AT ATG & )

—H
Ey IN
izig RERT A s B 1 5
B ARRER | —EHER, 77 BARKROY 2 BEREEE | REEGROZeME, & |76 HE (%
1245319 FEHOGHIR, A TRER] L | 1828 44l KPEDME TikBr e &
(SN B A | B iikiraBa e)
i) TR RRORH T
U 7T ot R bR
Br (124520 :BR) @
JER
AT H £ R
rRAVI PR T T
2 ARk R LR
(1245.19 #BxR) DIk
B
« ARMFENLIERL
A=y LT HIDEA
77 & A xR bR
Br (124523 #BR) @
ER
FARRER | 72 b, “HER |2 BUERFAEE | thof n bR T3 14 | 52 i
1245.52 10 (mo X7 ) 7y | 1160 Hi COFRA LIz E X 0RE%
(EMN) D 2 HEWN), WATHER 2P, AR
i EER (AL =v
TLTHIEOR Lz &
XTI A MBI ER
PR b LT EbiR)
) BHMEE C o R kRS UKPREFE Rl : 2014 45 12 )
HAANZ G 2 VEBELFERR (3EEED)
=P IN
izig KR o st S0 F 5 0
BE UM | 722k, ZHER, |2 WBERPES | LA R Y PP L | 78 HH
BN 7T R, WATRE | 494 B 7= b &R, HEhE,
124533 10 ] e sk K O BN DR
(M54

(KFRMFE Rl - 2014 4212 A)




V. {ERICEAT 5 EE

1) BEEDHEF & RIS L Limsti
M FENRR GREE) %

5)

Ey IN
ggig R A st H 1 51
B LFEERER, | FEEM WATEERMILERGAER | EEEEREER | B IEEH Ll L | HEE S
1245.53 12 OB HERERRE | CBREEREERFO Y
(EM) EHT 52000 | BiRE, K%, Ak
PRIF B DRt
32 {3
B UAHRER | JEEM WATREM LRGSR | IER BB | EpEhhe, )P RO | BRI S
1245.12 19 HREfEE B | SEICE R E O
(Wf54) 40 5 FED RAFET 5B DI
5 LARRER, | IEE R WA TRER LGSR | (B ITESRERE | ITREREIE R H L ik L | BRI G
1245.13 4 L THREE, HREERE, S
(M54 12 #, JH B B b 55 IRy oD 3K B
FFHSRERE EWE | RE, MR OERMNE
SR DRt
24 {3
BIAHRER | 72 b, “HER, | BWEREEZLZ | R EGRIE~D | 52 HfH
124536 D 7T v ARR R, WATHER] | A9 25 2BUBEIR | BINRERIC X D H G,
(Hgsh) BN R LENE R OB MEDO M
741 {5 it

(KRR Rl - 2014 4212 A)

8 MR DR A s B N
FEREERHRIMET L8 DA EBE xR & L2l Br (A& el
B X 5y o s .
- T A PIE" B 51
B IHLAERER | 7 Mk, 77T | EEEBEHEME | BIEOREICH T8 | A X2 hEEAl(F
124512119 | AR, ZHE | F LB LA | EIEEICo o7 ) 7 | EEHMIER O A X
(MO H A | f, WATRER bR | 22 AR T 10mg BN LT | > MBS X2 841
i) 3730 141 EXOEPEROZE | ICETDHET)
PED R

D ) 27 O 2 BIERIREE 2 G L UcsBR GHIEED

(KRRl - 2021 4211 A)

=P \

ggig IR i iy 2 0
BUARRER | 7o &2k, 77 | DIE Y A7 O | TEESOME A X2 | A0 3R (3
12452510 | BRI, ZHE | @ 2 BBERR | A2, 77 'R | ERHMEEE O A X

(Mo B A | B, WATRERI RS | B ST ATLT Y TaY | v MR B L F 691
ZEie) 7020 #i] v DIEHPEORET \ZE#ETHET)

RFREFE R - 2021 £ 11 A)
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6) 1 S Mol 168 ) B N B
CKD ## ZxI5 & LIcili (AR OV eMEIC B9 ERaHliE k)

=5 IN

ggig R T A it a i 4 52

FUAERER | 7 & b, 777 | BEEET Y A | BREAEIT UILMAE | A~ b3l (3

12451371 | BARXIR, “EE | 708 H D CKD | 3eE TOMMICHT 5 | EWIGEH A X

(SN B A | B, WATRER b | gD T RZY 7O | N 1070 BLEIC

ZEie) 6581 i h DM ETDHET [FHm
] #2)

UKEREFEEL £ 2024 422 A)
7 1) TeGFR 78 20 DL L 45 K (mL/min/1.73m?) | X% TeGFR 7% 45 LL L 90 & (mL/min/1.73m?) 7>

UACR 73200 PA E (mg/g) | DWF s
H2) PHEFTORER, FENCHE LA L 2 B IR EER- L, BHRIEE o7z,

DfE ) 27 O 2 BIERFBRE 2 G & LR GHEED

=0 \

ggig KB o W4 B iy 1 I
FEULFARER | 5o 2ok, 7T | DIIE Y 27 O | BEESOMIE ARy | A4 3 (3
12452519 | AR, S | #5002 BBEIRAT | AT, 7T R | EREEE 04 <
GEAMB A | B AT | Bk MBS TRy | v MR L2 691
e Bt 7020 4 L DIEBIEORR )

(2) ERPRECIEGER

(KFBIFEERL - 2024 4E2 )

1) AANERRRASVE (48 41) Zxtg L U7 MR G-k 2 (1245.5 #UR)

HANBERER A BRI, HEWEE S 2 ATz o7 ) 7e vy 1, 5, 10, 25 %O 100mg %
HER ARG Lz & &Rt AR, EYBigk O3 72 mat L,

TR T a YU TR G AEHSOOTRI S 1, 2 MO R E R L, =T ) ey
Y 1~100mg B GHOT T ) Tu Y DIRER, IR 7V a—Adeitel TR Ta Y
OB E> TN LZ, =287 0 7 a3 % AR ANERERR A B B A 51 o
M7V o — R R 2 BT A bl ino T, BARAERERA BT D37

7Yy ORI, ZBETERMRRIFTH T,

E) AR OABINT-HE - HRIIRO LB Th D,
<2 B R IF>
WHE, RACE= 7 ) 7 LT I0mg 7 1 B 1 BIFIREDSUIFIRZICR AR ST 5, 72,
NRER+RGEE, BRZ IR LN 25mg 1 B 1 EIZHEETHZ LN TE D,
<[BMEOARA, 12 >
WH, RAIKIFEZ 7Y e LT lomg 2 1 A 1 BT a%IcRkngs5+ 5,
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2) HAN 2 RUBEGRIEHRE 255 & LTz 4 W RE B G508 D19 (1245.15 3UR)
AAND 2 BBERIF R (100 #1) 12, =2 7Y 7rPr1, 5 10, KO25mg % 1 B 1[4
28 HRHRAERR DG LcRe 3R 7)%:, SEmEhie, eatt, ROBERMELZHRE L, =27
Tu Y EIIT T ARG LT, FERHMEEA  (ZEERAME (ANCOVA : p<0.0001 X|Z
p=0.0030), 8 FLHIE /L a—AT 7 7 A L (H CIPHIE) (ANCOVA:p<0.0001~p=0.0234),
JRAF 73— 2PEE (ANCOVA : p<0.0001)) DT T, KUOEIRGHMEEE (M7 =—2
2 (ANCOVA : p<0.0001), HbAlc (ANCOVA : p=0.0014~0.0203), 1,5-7 >t K7L
F—/L (ANCOVA : p<0.0001), ZEJERFA AU D= T A b OF L b &
(ANCOVA : p=0.0018 &1} 0.0037), A > AU AUECs D_X—RA T A )6 DOFHFEEE AL
& (ANCOVA : p=0.0003~0.0318), A > AU L DE—THDOR—RAT A )b DD E
(ANCOVA : p=0.0058~0.0071: 7272 L 10mg Z &< )) IZHB W TR FIICHEREZZ R LT,
TR T Y T u Y OIRFEREIT 1~25mg OFIPH CTHEIZHA L THEM L7z, EFIRETO t,
DIFEEIEIL 13.2~18.0 FEH] Th o 72, RIEHEGHIZ AUC KT Coax 12 L T 4~51%@£ﬁ Az
i, TR Y Tu P ORPHEIRIL 214~223% Tho72, EFIREIZB W TIRENE L
SEEINT 2 Z &idiemoiz,

HEFGN 25.0% (25/100 ) FHHL, BRESGET 7R (9.5%, 221 4) LTz
RT7Y Tu P RETE N T2 (Img BE 31.6% (6/19 61), 5mg ¥ 19.0% (4/21 #1), 10mg #£ 30.0%
(620 ), 25mg Bf 36.8% (7/19 f51)) . AEFEGORBRENGITHEKIFNEITA DRI 2T,
BRI, A XY A v, HERFTR, EOZF ooz 2 ER#E H CHlRMICRIE E 722

AT R A B e o7z,



V. pICEAT 53 H

(9)

X
124120- _ * L.
5 93.0
7 100 ™ Day27 * o« ses * %2

L 801 774 - 809

IR g0

3%

)L 604 *  *

EZI' 39.7 408

Ex 40- 1

z

1t 20-

g2 05 21

=0

S 0 —[_ _'_ L) ) T ]

E T5tR 1mg 5mg 10mg 25mg
WEREH ()= 21 20 18 18 20 20 19 17 18 16

ToRgyzasy
*p<0.0001 (F5tAR L)
17) Kanada S. et al. : J Diabetes Invest. 2013 ; 4(6) : 613-7. —¥FeZs

HAN 2 RBEIRPIEFE BT D2_N—=A T A )b D 24 IR T 7L =2 — APt AL &

WL W J5tR
5. M I2/5)702210mg
W T/\5yzad:
>\71)7Raor25mg 3.95 3.30
~ 47 2.76
fa) 2.74 264
;ﬁl 250 234 96 2.60
3_.
B
o
= 2
)
NERE
0_
-28H 18H 27HH
HERE I (n) 21 20 19 21 20 19 20 20 18
SD: R¥RE
sLab#EEtE TS

3) ANVEFERNED - AENEDRE B 2 BUREIR B AR & L7z 4 SRR 53R 0 (EI
HAN 2 BB RIS BB 2= R 7 ) 7 m O VBT R R 5% 0 24 R IR &

) AAOERIN-AE - ABEIROEEBY TH D,
<2 Ui PR 5>
W, AT 7 ) 7P LT 10mg 2 1 B 1 RIEIRETSUIEIRZICRAKRET 5, 22k,
NBER+RGATE, BRE IS LN 25mg 1 H 1 EIZHEETHZ LN TE S,
<[BPEOARA, 1B >
WE, RACIEZ 7Y 7uY LT 1mg 2 1 B 1 BEEERT USR8 % IR oG4 5,



V.

BB 5 IHH

3)

UMNEIANT —4) QT/QTc aFflaER 9 (1245.16 &)

e B R O MR BR S (18~55 1%, 30 ) 12, =2 /37U 71 25mg J O 200mg 4 Hi[A]
e L7z L &0 QTe MRSk T 288 %2, 778 RKREFT 7o %40 400mg % 5 FRIC
BRHEERBRIC THRE L7z,

TR T Y Ta Y 25mg RN 200mg G- LT- & & D, F5% 1~4 B O T ORIERE S
® QTeN (BEBRE 7 O 3G SN BT T V2 VT, OHECCHIIE L7 QT [HIkE) O
BED =2 T A AR DI BD T T v R E DL, FRFH0.59ms (90%[54HH
X[H :-0.69~1.87) K U-0.22ms (90%[FHHXM : -1.39~0.94) Tholz, 7T7ER L DED 90%
FEHEEME O FREL, =270 7P ronTnoHETYH 2ms KT, FATICHE LI
SRR (10ms) K TH o7z, bz Lnd, =370 7a P 25mg KU 200mg % %
H Lz 20 5% 1~4 KO QTeN 12, ERRMICHME & 25 IERITRVWEB 2 bille, =
N7 Y T7a Y OHRERGIIEETERMETRIFCh o T2,

) AEOARSNI-HE - HETIRO LB THD.
<2 HURE PR Ip>
W, A=) 7P LT 10mg 2 1 A 1 RIS USSR ICRARET 5, 22F,
ZHhRARF 722G EIIE, BBE HICBlE L s 25mg 1 B 1 BHCHRET 5 Z LN TE 5,
<ML, 18 >
W, RAIIFTZ 7Y 7e Y LT 1omg 2 1 B 1 RIEIRRTITHE%IcR 0515,



V. IBICET 2 E

4)

HEANT—#) FIRE (e FazaoaF 7Y RERNT7EIR) & oEYHEAEHRER
(1245.42 35x)
12 LA ED A R AV I ARKIEDN B D 2 TUFEIRIR O B/ Ot 23 41) 12, =237
V7 aYy 25mg OEME R, ke Kr 2/ ea s 7 Y K (HCT) 25mg Xi% k7% 3 K (TOR)
Smg & OHFMFEEGRD 7V 2 — 2R, MIERORTERE, K3 NToA, b=v-T oY
FTovr - TN RATE R (RAAS) OIEMAL, BEENT VX, BREH, ROEREEOE
LB 3 DB A it LTz,
TR T Y T a Y BB L%, R 7L a— APEEIIR— R T A o LTI L, ZEiE
REMBEIEAK T L7z, HCT X TOR M 5-W ClrIfRH 70 = — APk &, 28R fpELc
— AT A IR LTI AN H o7, HCT XIX TOR & =237 ) 7o o G RE
R 7 a— AP RIT T LX) T u O B G L [RRREERGIN U7 AN, 22 I
BEOIK IR T/ &S < Fe oz,
24 BERIRE R U U APRMEIE, =82 Y T DU BG5S A RICR—R T A1 2 LT
WAL (43mmol/ HIgi), = /R7 ) 7u Y U +HCT #HRHZIT_—A T 4 oxk LT L
(28.9mmol/ H¥#4N), =2/ ) 71 Y U +TOR FHRFZIZR—RA T A > L[AFEE (1.2mmol/H
B Thoto, MIEFT U T AREEL, =280 Tu Y o BMRER GRS
U 71T U HTOR BEHRFCIAR—R2 T A Kk LT, ORI L (K 1.7mmol/L #8401 [= /37
V7w B GE]), HCT X% TOR B G R o /X7 ) 71 2 U +HCT & G-RFZ 1T
R=Z2F7 A4V EERETH T,
AR RS E D FEHEIC ST 5 &, 2 BRI E ZxIG L Lk RasaaF T
PRI FEIREZ Y T EOPFRERGIZE D, Ex OIEFOEYEREIZ T
LRI o T,

JRFF R U T AR (mmol/H)
S L
B 5 H T EfE SN
P SE P SE
R—=RFA -1 172.0 7.5 - —
A | =Y Ta Yy (HE) 1 2173 7.5 45.3 9.6
A | TnYr 5 167.7 7.5 43 7.8

FRYF B U T SRR EME  130~260mmol/ H
BH A Days I~5icm 7 ) 7Yy 1 H 1 EFRS




V. BFRICEHT HIHE

Q) AERICHFERAR

1) BN DA EBRF A ORI 2 2R D (124538 #5R)

HHY

k= b e — AR ARF5372 2 BB IR BB X RIC= o7 ) Trd s (5,
10, 25 %X 50mg) ZHMEELE LC1H R 12 #ERAKRG Lt x0a%)
MR OZENE T TR LIRETT 2, 362, =70 7edr (10
KO 25mg) & 1 B 1A 40 BFIER G LT & & ORZ ML BT 5,

RERT A

%S AR

CHEIREN . T b, ZHER, 77 BARRHR, WATHER R
IR - 5B IR, = "7 ) 7n Yy (10 KON 25mg) ke LT
40 FRPERR 545 T o % MUIER £ H5A5R

KES

2 RUBEPRIR RS, BERBI%ER 724 1], FRANBIEL 547 51

E7eERPULHE
(G2 OE7 7]

<2 AUEEIRIRARE (RIERUS 10 LIS, BERIRIARERARIA U TR L YER

TEORERIFIRIEI (B4 27V 2V, GLP-1 7 a7 XidA v 2 v) Lsko

& O MAE RS 3 1 HI IR E 21T TV A )

- HbAlc (NGSP i)

A7 V== T 7.0%~10.0% BERIFIGHIEARIGH) ,
6.5%~9.0% (% M M pERE T3 1 4

7T AREAH 0 7.0%~10.0%

+ 20 % ~80 ik

« BMI 7% 18.0~40.0kg/m?

TRBRAM L HE
(2K - k)

oy hr— A Ao hEibEE AT 5 BE

c AMEREERERE, IMASH T IR RN A EOBEE 26 T 5 BE

- IR RERE E N b D B

- BRREEEL G T BE

- RSNV R SR PER RN R F A 5| & & 2 T O VE s Rt a1 7o B3
- FEICHIRE S LIS D% O BRI IR A A 9 5 B

- MIREBEA T 5 EH

s FIERASHT 12 BN A7) 2, GLP-1 7 a7 iAo v A ) 2k
LiRFE e B, %

b 071k

T REANMNITIT TR A, IREMICIZIRRIEE 1 H 1B, K& Ok
5 UTz, 1RO G- MEMNIEIE 24 B & 72 5 X 5 EalZIE R URERNICHE S L
7oo TRBREEE W7 7 RS AR 2 2 A, 5 1THRESZ 128, F1
HIVEWES % 40 B & L7z,

2:B

IESR
&l

TSR
(n=109)

RS0 U= D3
5mg (n=110)

ToNTYoavy
10mg (n=109)

ToNFYoavy
25mg (n=109)

ToNTYoavy
50mg (n=110)

F2EH

o) oady

10mg (n=50)
ToNg)7ady
25mg (n=50)
T ong)7ady
10mg (n=54)
ToNTYoavy
25mg (n=53)

ToNT)7asy
10mg (n=108)

s VA ) b= DAY
25mg (n=106) — —
PRV Dl = D%
10mg (n=54)
TonNg)zavy
25mg (n=53)

403EfH




V. IBICET 2 E

THFMEEE | ARERHEIE E ;&5 12 O HbAlc (NGSP ) OX—R T A L inb D&
ZEVRHMEEH A EFS, KA X MHEEERIVHE L omE A <2k,
FRICHEBE T REAFFES RRIEEIEECER L-EE LA EFS (BRI
TROMREE], RifpEsEg:, JRESRYE, Mhasrdy, RRERDSE), BRRMRA,
INA BN A 2, 12 LR K K OSRRIR IR IE O
FeRIREHN | A 2R H
HE < BEG12 % ORI BN RO (HbAlc (NGSP fi) 7.0% i)
B H 12 %O FPG ODRX— 2T A b D L&
it 12 % HbAlc (NGSP ) D_—RZ T A b D2 k& FAS (LOCF)
(F72hit) HbAlc (NGSPfE) (%)
) NeRS A 7"?@“{&0)%
R—RAF A B DL 95% 15 #E X [
p fiE
77 2R (n=109) 7.94 0.30 (0.09) -
-0.72 (0.08)
Smg #E (n=110) 7.92 -0.42 (0.09) [-0.87, -0.57]
<0.0001
-0.70 (0.08)
10mg # (n=109) 7.93 -0.40 (0.09) [-0.85, -0.55]
<0.0001
-0.95 (0.08)
25mg # (n=109) 7.93 -0.65 (0.09) [-1.10, -0.80]
<0.0001
-0.91 (0.08)
50mg # (n=110) 8.02 -0.61 (0.09) [-1.06, -0.76]
<0.0001

n: 7 U F 2MEENTAERIE

R=2 T A U DEDOELBFR T TR E D= | BV ELE (SE)

ACCOVA : ¥EH|, ~—RZF A > HbAlc, —AT A > eGFR, HRIFHDRIEFRILOH % €
TG T

12 % D FPG ODX— AT A 2B DOZE{r®E  FAS (LOCF)

FPG(ZZIEWFIMAE) (mg/dL)
R—RF A TTRREDE
Mo DR 95% T IX [H#]
7R (n=109) 4.06 (2.88) -
10mg B (n=109) -25.28 (2.77) -29-34(2.50)
[-34.25, -24.42]
25mg & (n=109) -33.70 (2.92) -37.75 (2:50)
[-42.66, -32.84]

n: 7 ¥ MEEIEREK
R=RAF A POV BT TR E DX L2 & (SE)
(ANCOVA : LOCF)

HbAlc (EHFEAHIAE : NGSP fii) K ONFPG (ZZERFIMBE) D_—RA T A b
DT EALEIZ ERO LBV TH Y, AH) 10mg K 25mg LW T OIEH
ICBWTH 7 TR EERE L AT ERZENEO bV, REDOR—RF A )
5O LB D T T 2R & OFEL, AK 10mg X R25mg TEIEI -1.70kg
KON -197kg ThH o7,




V.

BB 5 IHH

(RS 52 % HbAlc (NGSP i) & FPG (ZEfERSIMBE) DR—RA T A b DELE
(F2hME) HbAlc (NGSPfE) (%) ZEREREIBE (mg/dL)
e A N—=RF A
e N I IR
10mg # (n=109) 7.92 -0.67 (0.09) -24.71 (3.15)
25mg B (n=109) 7.92 -0.86 (0.09) -31.25 (3.35)
n: 7 U F 2MEENTRERI S
R=ZF A b DOECE : FHIEEHZELE (SE)
(ANCOVA : 0C)
HbAlc (NGSP i) K OVZEREREMMEDN—R T A D OFEEEL b &iF EFR
DEBYTHY, WTHIZEBWTS, TOFRITERRL W o, KEDON—X T
A 2B OFFEESE AL B, AF10mg & O 25mg TE N ZE4-3.07kg K U-3.12kg
ThHY, FOKRERDERIT 52 BREINCHZ > THigE L T,
i R BIVEAZREEIS (G5 11BN 12 BE#S)
(22 4E) XY | X Ty | XY | XS]
A=V 4 = R A=RV4 A= 7T v R
5mg #f 10mg ¥ 25mg #f 50mg T
B 110 109 109 110 109
FELEIS (%) 9.1 7.3 11.0 11.8 7.3

BIVERRBREIGIE, Smg # 9.1%, 10mg #f 7.3%, 25mg #f 11.0%, 50mg #% 11.8%
T ZRREET3% CThoT, BBLU-RITEMIE, Smg #ECHR, (B, ZIR,
Hye, 2208, IRILBRE, 892, I LIR%, 10mg BECIRMAELE, Wbk, MK,
SR, 2R, BRSARE, 8IAK, KT NAREYE, 25mg BECHUR, 178, K
MBERE, (ERE, (RERD, TSR, MEEMGm, F#%, ZJIR, 50mg BECHIR, O
o, (ERS, PRESQEYL, IRMBEE, OFEME), BEE, W, LR, BIERK, JREH
MTh-oT,

RIMBE O BIVER S BB A1, 77 BART0.9% (1/109 61) , AF] 10mg T 1.8% (2/109
f), AH 25mg T 1.8% (2/109 i) Toh o7z,

RITEHZEBEIG R TR+ 5 TG O 52 M EH 5

T RTYTuT TR TaYy
10mg/10mg ¥ 25mg/25mg

B 109 109

FEBEE (%) 19.3 18.3

BIEHARBEI G 10mg/10mg £ 19.3%, 25mg/25mg % 18.3% Th - 7=, F72AEl
TERIX 10mg/10mg #E CIRIGIEYY, @IAK, (KEBC, RMFEE, BEbts, sz
BRiE L, Wik, MEEREZR, ARV —, MR, BREOAE, ZR, RELLV
Vv, SEREE D FERE, 18, IR b UAKIGPE, 25mg/25mg BECHEIR, {HH,
e, REREC, RIIEE, JRE-EGE, BEk, A, iR B &
B, FFHSRERE, 2R, SMEEARPUE, 2208, LEX QT R, R b KK
MCHoTz,

IR IEE D EIVE R BEIA 1L, AA 10mg T 1.8% (2/109 f), A 25mg T 2.8%
(3/109 f5il) TohH o7z,




V. IBICET 2 E

(L4ph)

BIEMZESEI S (RGHH 52 BH TAFOFRL 2072 &b 1 T2 BH)

TR Y 7 u Y 10mg B TR Y T u Y 25mg B
B 267 265
FELEIS (%) 13.9 14.3

BIERRBEIGIE, 10mg B 13.9%, 25mg & 14.3% CThH > 7=, E/2FIEM T 10mg
FECIRERVD, REEYY, RibPE, SRS, 25mg #£CHEIR, HY¥E, (B, &
HB S Tholz, EERRBIERIL B IARY IR LRhoTo, B 1IAK
W5 IR CIE, 10mg/10mg #E T 161 (&R Y —7), 25mg/25mg BETIE
FE Lo T,
EEALAEFGL, B IARYTIX 25mg BET 3 6 (MfEZE, WRgEZ%, B (&
161]), Somg BET 16 (LL=PK), 77 BARRET3H (B LIHEE, L
JE, FENRE (45 1 61]) (2RBLUZ, 8 LRI IR T, 10mg/10mg
BET 3 (U AV ASERYe, FISZERAFRMERUREN, #EBARY —7 (% 141]),
25mg/25mg BEC 8 il (IMFEZE, OVE AMEHARAL B itk v o SiE, me Vv
EUIMAE, FESHBUR 19-9 BN, BiENE, fEE, FEEN, WHEAK, By (45 1 61))
WCHHL L7z, 52T &b 1 BOERE 2% 2B TlE, 10mg &5 8%
TG0 (ARG, bR, RSN, RERGNE, iR A 0 o M,
BRI, WML, AMEUREE, IR Y —7, miCERRR RSR[5
1B1]), 25mg x5 T 1561 18 (WHEAZ%, Rksk, #EkE, OVF AMERHE
fa i B MARaPE U N, B, R, IMEEZE, SR, -+ FeliETs, HiR
%, IFRERERE, SE U E UME, EREAE R, FE, FEHPUR 19-9
N, mOSZ MR EVEGUR SN, RS E T, B (& 161]) ThoT,
¥, LIRS, 5 LIRS IIRRY], s2 @ T &b 1 E&RED
R OB FEFEGUIAWVICEE L T\ D,

S
(FL)

MpE= > b e — AR A53 7 AARN 2 B IRIREE T o7y oed v

(5mg, 10mg, 25mg &N 50mg 1 H 1 [0]) 12 8M# 51X, 77 ®RICH~T HbAlc
EEFICHEBEIR T S8, &1, =27 U 7a v 10mg, 25mg KO
50mg 5 12 WIS IEIXEROICEROH HIK T 2R Lz, ZbOAREME
T R7 Y 7Y 10mg KON 25mg 5T 52 BlMER S vz, =) ey
> 5mg, 10mg, 25mg X N50mg 1 H 1[8] 12 #EEES, 10mg & O 25mg @ 52 i f#]
DEMEG CORBENRBIF CTh D B X bz, RIEROERIZEY, WIHOE
HNAHRB CHWON TWE= 7 7ol HEEETH 5 10mg K N25mg
23, HARN 2 BUBEIRIEE 235U T H R CTHM Th b5 B2 b,

) AEIOARSNT-AE - AEIKROEEBY TH D,
<2 B PR J5>
W, AT 7 ) 7Pl LT 10mg 2 1 A 1 RIS OIS ZICRARET 5, 228,
ZHhRARF 2B EITE, BBE I BlE LS 25mg 1 B 1 BHCHEERET 5 Z LN TE 5,
<[ OARAE, 1B >
W, RAIIFEZ 7Y 7e Y LT 1omg 2 1 B 1 REIRRTITHE%IcR 05+ 5,




V.

BB HIHHE

2)

(%) GEAT—X)
A VAR L E SRR b5 2 BB IRIR R A g & U T2 EIS LR 1 AEERER 1D (1245.33 3ABR)

HHY

Mk = b v — V3 ARF53 702 2 BUBE IR B 251, A AL I AT ALAR
=AY LT HRIE OO DT, AR (FINFy, TT
b, XIINPH A AV D) EOPFAREE LT "7 ) 7rd s 10mg
i 25mgl H 1 [E&F 78 i (#1018 BT EMEA v A ) v O FAREEE
[REEHRIEDIAN], K< 60 EEITHEFE ) RAKE LIz 02, A
ik, BRVEROEYEREEZ 77 R 2R E L TR 5,

RERT A

BIIIAH, 720, “HER, 77, WATHERZER

POES

2 RUBE PRI R
BERBIEL 826 B, FANBIEL 532 B, T 2 & ALEIT T FiIEK 494 4

E7eERPULHE
(G2 OE7 7]

- 2 BUHE PRI AR

TN TT T I Q0IU/HELLE), XIENPH A > AU > (14IU/HELE)
R DEMEA VA AR E ST TV DR

- HbAlc (NGSP i) 7.0%i#2>> 10.0%LL T

<18 kLA k

« BMI 45.0kg/m? LA F

b 071k

F—=T TSN OT T REAMO 2 BN T T R &R 5%, HbAlc
THEHIL, =7 ) 7ayr 10mg, 25mg, XiZ7T7EARIZ1:1:1 TTUH
LAEEUTT Uz, 16BR3EIE 1 B 1A, BG5MBEMIIE 24 KM &b K512, f#
FNEIERE CRpZNk & oG5 Ui,
FEEA R IR R LTz, A PR UV EORANER= LY LT AN L D
TG RITIERBIEI AT LWz & & LR, Bl 2 v of&EITRE
18 I 1% LA ITTRERE Y R AR O f W CRAET T & U7z, TRER3ER G- HIIE 78 M &
L7,

AR AAR)

EE A& AEETHE

T2/851)282210mg
(n=169)

IR 7asr25mg
EAEBBT (n=155)

T5tR
(n=170)

18:8 7858

T ERHmEH

A 5h Pk FEAm
TR E H
- ¥ 518 1% O HbAle (NGSP ) DX—RA T A b D L&

TR
HH

HE R RIRAIE ZhMEFHLTE B
G IS EBOIEEA LAY VHEDOR—AT A OB LE
- %5 78 % D HbAlce (NGSPfH) DOX—R T A4 i DO LE




V. IBICET 2 E

(B 2hE)

FERHmE A
18 1% ® HbAlc (NGSPfH) (%) OX—=ZTF A inbDZ ki FAS (LOCF)
EREE 125 132 117
NR—=2F A b DO E
FRHESELE D (SE) -0.01 (0.07) -0.57 (0.07) -0.71 (0.07)
TRT Y Ta U R T T e REEO
FRHESELE D (SE) — -0.56 (0.10) -0.70 (0.10)
95 % {Z X [#] - (-0.78,-0.33) (-0.93, -0.47)
p 1A - <0.0001 <0.0001

1) ANCOVA €T /MIZIE_—AF 1 > HbAlc, HUW K& OVEEHK| % & e

L7 B A P R IE H
T8 EEZDERA L AV VHBEDOR—Z T4 6D {kE  FAS (LOCF)

25 R :E‘//\"lz;‘ljg;D v :E‘//\"erll)g;ﬁm v
LREK 112 127 110
R=ZF A InbDOEE
FHEESEEE D (SE) 5.45 (1.58) -1.21 (1.48) -0.47 (1.59)
TR Y TP e T T RO R
FHEESEEIE D (SE) — -6.66 (2.18) -5.92 (2.25)
97.5%fZ#E X [t - (-11.56, -1.77) (-11.00, -0.85)
pfE - =0.0024 =0.0090

1) ANCOVA EF/UIIFIN—Z T A VIS ) ) _R—ZF A HbAle K USRI % &

78 W1 ® HbAlc (NGSP f) DX—RF A b DZE{E FAS (LOCF)

BT 112 127 110
R—=AF A InbDOEE
FHRESELE D (SE) -0.02 (0.09) -0.48 (0.08) -0.64 (0.09)
TRT Y Ta YU R T T e REEO
FHEESEEE D (SE) — -0.46 (0.12 -0.62 (0.12)
97.5%[Z#E X [t - (-0.73,-0.19) (-0.90, -0.34)
pfE - =0.0001 <0.0001

1) ANCOVA €T /MIZIT_—A T 1 > HbAlc, HUW K& OHEH % & e




V. {ERICEAT 5 EE

(Z&4xtk)

RITEHIESEI S

AV Rl = R AV Rl = R
10mg 7 25mg Hf

N | (%) N (%) N (%)

BEK 170 | (100) 169 (100) 155 (100)

BB (%) | 52 | (30.6) 65 (38.5) 68 (43.9)

7T AR

P 5B 78 WM CTORENWERIZ= 7Y 7 a2 10mg # (65 %1 [38.5%]) K
7T v ARBE (52 11[30.6%]) L HRTT U7 7wy 25mg BE (68 151[43.9%1)
TEL Ao, &bE<HE SNEWERIRIE C= o7 ) 7oy
10mg B 36 B (21.3%), =237 ) 7P 25mg #3761 (23.9%), IR
FE 32 151 (18.8%) (ZFEHLLTZ,

BEELBWERE LT, =37 ) 7a Y 10mg BECAMERE RS, OFZENE 1
WJ, i//\ﬁ U7 nm Y 25mg BECIMEZEN 2 B, FFlER LA, Wom, BlsiEsR,
IRIBHEN S 1 BRI LT,

R S ARIME A F 54 (VL2 — R RN 70mg/dL LLT, XidthE o/ %
ML LI-b D) OFRBFEGE, =27 ) 7uY 10mg B 36.1%, T /R7
V7w 25mg B 36.1%, 77 BARRE353% ThHho7,

PREGRYSERE R R OFHEST, =7 ) 7P 10mg # : 148% K~
VRT Y TaY s 25mg BE 0 11.6% 0T T EAREE  8.8% KV b EoT,
PEZHRYSE B E F R ORBE I GIXm 7 Y 7 P 10mg Bf : 7.7%, =2 /37
Vouyy 25mg it 52%, 77 REE:1.8% Th-o7T,

EELAERFGL LT, @EEREIIREERN 44 (=237 712 10mg B
2B T T2 ARRE 24, EEREMEEEN3H (7Y 7avy
10mg # : 2 IR X=X 7 ) 7P 25mg B ¢ 1) (2B LT,

(L)

A AV 5 EZIT TR E~DOT L RT Y 7 a Yy 10mg LT X8
7Y 7uvr 25mg OFEIEX, 77 8RR ELRTHFFENICHET, BRMICE
%@%émmmwﬁT%Tbtﬁ%imL%’ﬂ@ﬁmﬁwaﬁm%nm@@
Al e LCHMEA AV VOHBEEERRREE LI b, =7 T7ay
VEETIRES 78 WA IZIE HbAle DIR N L oA v R Y R E B ED LT,
AEFRLOUREIEGE & MERRRC K D168 I OEIGIE, 77 B REEE AT
TR ) T a P B ETCE DTN, TR Y Ta Y OB ﬂxﬁ’j
TITRARBEL FRRORZ R T 0 T 7 A VAR L, RILFEA N N ORBLEIG
BLHBECRBE Ch o7,




V. IBICET 2 E

(4) REEAIEAER

1

BN EIREEEABR
<2 HUE LRI >
H AN 2 BB PR 95 FR 3 % & e [EI B L[R5 TH1 AH 24 38 #5588k ® (1245.20 #5% : EMPA-REG MONO
RER)
E ) Mg = > b m— LSR5 22 BE R IFTTEIR IR K D IR 2 32T T 7220 2 BB R
BEERIZ, HARKFLE LX) 7Yy 10mg KO 25mg % 1 B 1[0
24 W E Lz ORI, BRMEROBENEELZ T T 8RR N &2 7 ) 7F
VERRERE L ZHEEREER TR 5,
k= b e— 23 TAREZ2HEE (HbAle (NGSPfE) >10.0%) (oxtd+ 5
TR Y T7r Y 25mg & 1 B ERE L& AR L2 E A —7
VT VIRIERE TR 2.
RBRTA B, 77k, ZEHER, EEXOT T BRI, WATHR R
PoE 2 T PR P FR A
BEREIEL 1556 B, FLAFUEIEL 947 B, T o & 2EEIS T BIEK 866 B, A —7
T IR EI T B2k 81 451
TR RLE | - 2 AR R
(BRI - 4K | - BMI 45.0kg/m2 LT
<20 Lh B (AARN), 185mLL | (HARANLSL), 18 7~65m (12 1)
o BEPRIF O ISR A2 e 5 S LTV RV RS
- HbAlc (NGSPfH) 7.0~10.0% (ZEHEMIGHRH), 10.0%& (F—7r 7~
TR IRHE)
FRERAEE | - 3 b — LR RS 2 AT D B
(B - P | - BMEEREERE, BMZe P SOX—ImPERE M1 (TIA) OB ZH T 5 E8H

- HHEREIEE N gL D B

- BRERE R 2 A o A

» JERSEFFER SUTEMER RN E S 2 5| & i 2o bE P22 0 7o s

» JLESHIRE LI O OBEEE U IeR = A4 5 BH

- MiEREE AT DB

- PUBT IS X D160 & %2 1 T2 B, MO BTN 2 5 TR ENZE LT




V. {BEICEEd 5 HE

B 5k TR REAWO 2 B\ (=T T UVIRERII T T ARE AR L) 37T
YR %, IHERINIIREREA 1 B 18], KEHTROBE L-, IGBEOFREHE
M 24 BEM & 72D X 912w BIRIER UKL G- Uz, 1RBREEA 5301 1% 24 R
E L7,

7.0%LL EMD10.0%LLF
T8 78910mg
2EED AR BT (n=216)
J@*ﬁ"‘iﬁgﬂ (n=866) I>/\=7~‘|J7D;)>25mg
(n=216)
—am , ¥57UFF> 100mg
RY)—=245 (n=215)
(n=1,556) r
(RAD 2458
BAEAEFER)
I/N5)7av25mg
(FFERT)
HbA1c : (n=81)
10.0%& Y & i .
24380

FEFHIEE | A 2R
- B 24 1% D HbAle (NGSP fH) DR—R T A inh DL E
AT

cBEFER, WRANRY MEZEESNHE L ODME A XV b, BRHCER T
XHEREL (BREMEHETER LT BT L OTRESE, ik,
JREIEGE, PEERERGL, NRERD Z2ate), WRRRE, A2 VA2, 125
BIKFHIEE | EERFEmEE
< ¥ 524 B ORE KR OUME  GREGIE & OUCHESILE) O_—2F A )
5O L&
ZOMOFHEEE ()
< VB AER R OERER (5 24 1% D HbAlc (NGSP ) 2% 7.0% Aifi)
- FERTEOA RIMEROS R (%5 24 % D HbAle (NGSP ) 73 0.5%LL FIET)
* HbAlc #EFHIER
- Z2fERF MM (FPG) RREFHERS
« B2 5 24 % D FPG D_— R T A L inE OB L&
s DT A NEBBEONR—ZXTF 4 b OB bE
- RERIREIE O H
< B 524 W OLLFREOBATHMEEE G &HTXTIEKT25E)
-HbAlc (NGSPH) : XR—RZAF A4 N5 0.5%LL FIET
AAERINE - N—A T A 35 3mmHg 282 DK
AR R—AT A UND 2% E B X BN




V. IBICET 2 E

(B 2hE)

24 #1% D HbAlc (NGSPfl) O_X—Z2F A4 5D k& FAS (LOCF)

HbAlc (NGSPE) (%)
P AN ET)TF
sz | T Lo Lo
S | TTEPE N osortamix | 95% R
DAL E
p i p &
772 AR (0=219) 792 | 0.08(0.05 _ _
(55 AAA=41) : 08 (0.05)
10mg B (n=216) 7.89 | -0.65 (0.05 -(()).Z;z (060579) -%()115((()).(11)
(55 RAN=43) 89| 065009 1 088 039] 1013, 0.14]
<0.0001 ~0.9133
25mg B (n=216) 786 | -0.76 (0.05 _?).zz (060773 -%1226((()).(())73)
(5 b HAA=4) 861 076003 | 1099, 0701 | [:0.26, 0.3}
<0.0001 ~0.1124
VB ) TF 2 100mg B -0.73 (0.07)
(n=215) 787 | -0.65(0.05) | [-0.88,-0.58] —
(5 BHAAN=41) <0.0001

n: 74 ML S TAEREK

R=ATA U NEOEbRE, T vREDERNZ T TF o Lo R LT
(SE)

ANCOVA : 3EHl|, ~—25 A > HbAlc, \—ATF A eGFR, Mz EFLIZETe

24 % D FPG (ZEMERFINE) O_X—R T A )b D2 k& FAS (LOCF)

FPG (ZEJfERFIfE) (mg/dL)
N2 T A D DOEE TIRREDE
e :
zs(n’olg%ﬁa 27\21:6315) 24320 [-j16.2 iil]

n: 72X MMEENITERIK
R—ZAF A PO R OT TR E DX L 2R (SE)
(ANCOVA : LOCF)

HbAle (EZEFEAGEHE : NGSP H) K OVZEERMEEDX—R T A4 b OFHEE-
PIEEIF ERDO LBV THY, &K 10mg KO 25mg 1TV T OIEBIZEBWT
H 7T B RGN EFERENRO LN, (KEOR—X T A b D%k
B ED T TR EDFEE, KA 10mg KO 25mg TENEI -1.93kg K
-2.15kg TH o7,




V.

BB 5 IHH

TS HARNZXG L LI
() 24 % D HbAlec (NGSP ff) DOX—R 7 A b D% ks FAS (LOCF)
HbAlc (NGSP ) (%)
= FIRREDE
R—=2 e o e
S b I 95% 15 A X [
p i
77 e (n=41) 7.97 0.03 (0.09) -
-0.58 (0.12)
10mg # (n=43) 7.80 -0.56 (0.08) [-0.82, -0.34]
<0.0001
-0.86 (0.12)
25mg B (n=45) 7.81 -0.84 (0.08) [-1.10, -0.63]
<0.0001
n: BANGERIEL
R=AFT AU DEDEERONT TR EDE L EE (SE)
ANCOVA : ¥FH|, ~_X—AZZ A HbAlec, X—ATF A eGFR & ET /LIZETe
AER BIVE F R BLE &
(Z4=k) fy/<797m :‘n\“//\"ﬁ‘U?u :‘/577“27"%‘/ S—
2 10mg B P 25mg B 100mg
B 216 215 215 220
FEEE (%) 10.1 17.6 7.9 6.8

THER S N ORIERAREEIA T 10mg B 10.1%, 25mg #f 17.6% T, %< &
DAV EWERIZIR RS, &ipE, SR, ZREOCNBThHoTe, =7 T
N3 — N ORIWERRBIEIA X 13.6% T, < & bV BIVER TR BEEGE K OV I
BChotz, “HER — NOKELGHOFEERRBEGIIFABRE TH- -
(10mg & : 53.2%, 25mg #f : 59.5%, v # 7 VT F U8 51.6%, 77 BHREE:
59.5%).

e SN TARIMAE A EE S (V)L a—ZBEN 7T0mg/dL LLF, XiIhE oNih%
ML LTIb D) X, BEEGHED 16 (0.5%) TERBEL, TXTRETH-T,

PRGIEGBIEF G OFKBE ST 4 B GHETRBETH Y (77 BREE : 5.5%,

10mg # : 6.0%, 25mg #f : 5.0%, VX7V TF R 51%), TRTEELW
LHEETABE A BT 5 FGUI R0 o T,

HBELAAEERRY, =7 7Yy 1omgBET8H 3.7%), =2 X7 U7
By y 25Smg HETSH 23%), VATV TFURTSH 23%) KOT TR
BETSHI (23%) IR, 77RO 1 HIIELT Lz,

TR Y T7u Y 10mg BEO 1B (Zetk) TR, =37 ) 7 m Y 25mg
FED 1 TRl DM AW L PR SERR IS, 77 B ARBED 1 B CHREME DA
EEBOWENDH -T2, F£12, =37 7020 25mg BEOIEN 1 6] (Zetk)
THREEREN Y TS T 7 4 —THRAINTZDN, KEEFRPBOLNI%, &
FIXFEBE B U272, REGNEMIEL ) E D MOV THERT 2 Z & 1XT
TR ol RFB, THOEERAEFGITIER Y EAIC LV IRBRE L DR
RERIT 2 S HE &S T,

F—=T"0 T — F T 3 Bl 3.7%) CTEHERAEFZROMEN D72 (b
PRIFIPE= 2 —m T —, RLEPE, HEEREERE) .




V. IBICET 2 E

(TS Mk = b o — LS ARF53 72 2 BB PRI B (TR LT, =37 ) 71 2 (10mg
(&) FO*25mg 1 H 1[8]) 24 B EMB G, HbAlc DX TR TT T vRICHT 5
B EZ R L, VX 7Y TF ORI AR TR ) 7 a Y 25mg BETIE -0.12%
DR TFRIRE R LTz, B, =27 ) 7ay 10mg LM 25mg 1 B 1 [\D
24 BRI GIXEFMEN RAFC, MR a2 RE 7 78R h L RO LT v
Ty ANER L, T2 X7 ) T RO S K OVR BRSO3 BLE A
ERIEENTES, 2 7V TFUEROT T BRREERRRE TH -T2,




V.

BB HIHHE

<HBPELT A

OFEFBRHRIMET L7 A8 DA 2505 & U7 [EBRILFSS DL ARRRSR 19 (1245.121 3408k

EMPEROR-Reduced #f5#)
H FEEBRH R (LVEF) 2MET (40%LAT) L7zi@8M OB 2 551, A ik
DIFA BT A ANH o HEEHEERIC = 37 Y 7P 10mg 2B L725B4
DEIER Ve, 7T v RExgE LT LT,
R T A | B, BEEERE, —EER, 7ot IR, A0 A,
AT ] b e R
POES FEREEHEMET 40%LLTF) LB AR, Bet 7220 #l, 724
ZALE T %L 3730 4
FBRPIEHE | - 20 5% LL B (HARAN), 18wl b (HARANLSL)
(R« By | - BEHHRAME T L7z (LVEF 28 40% LA T &8 28) Birb R 2ish, =a—
g—7 .0l s (NYHA) OFERES BT II~IV ETh HEE
C BHIROTEERIRH A R T A N> TR DREIEEEYZ T T\ 5 B
- RKEFESL (BMI) A% 45kg/m? Atiii D FB &
FRBRANEAE | - 90 HUINIZ, OARFEZE, M2, —i@PERME FEIE (TIA) ZFB 30 Mm
(ER B | BERFNEZTBE
- HEFLRER(AJE IS & (eGFR (CKD-EPI) cr) %% 20mL/min/1.73m? jiii CEF S 41
LEWEEREL AT LBE, XS 224 5858
FAE VS AR L TV A L <IX 2 EUNICEMIEE OB E N H 5 B,
5Tk FI~4 B DOR 7 ) —=2 TWE D%, 1:1 DOHFETZ /7Y 71 10mg
XX T 7B/ RICT o Z LMEENHT S0, 1B AROEEREA~O g & LT
Bl U, ARGRBR 13 A X hEERCTH Y, FEFEEE O X2 Mk L2 841
PRIZET 2 £ TR AT DFHECTh o 72,
Iy 7Y7AaYy 10mg
e P +1ZERE (n=1863) é["r\
RoY—z=vy — TR B
(n=3730) 25 o : M
+HiZHEBE (n=1867)
(4 R> FEEH)
FHEFHMIEE | REFEE A
< CHE SN DI AE FESUTHIE SN DRI KA ARBE (HHF) Of)EFE %
TOHIE]
RIREHIE H | 1272 BRI B
() < CHE 72 HHF (WIE1 M OVF%8) o581
+ eGFR (CKD-EPI) cr D _X— 2T A InbDEALOME (eGFR A —7)
ZDOMORIREHIE R (BERAY)
- EIERIBEL F TOHIRM
<CHE SR IE SEE To I
(RS FHEFHE
(F 2h1E) HIE SO SE X HHF X, =237 7 DU BT 361 4] (19.4%),
TR RRET 462 B (24.7%) (ZHBLLTZ, DIESE XX HHF (W]E) OHEE
BREERE GELMEREEZHAY A7 L LTER) 1, 77 MLtk E
LR X7 Y TP UL T ARHOM TR Lis, 1R ZEL
THEFFS LT,




V. GRS 55EE

B
(B2

HIE S 7oL A FESUE HHE OFIEIFESLE TOHIMH, HeE BTSRRI

(%) 40

35 F5tR(n=1,867)

JvT17>Z 10mg(n=1,863)

30

25 A

BRI B Al
S

151
101
5_
0 T T T T T T T T 1
N0 9 180 270 360 450 540 630 720  810(H)
75tk 1867 1715 1612 1345 1,108 854 611 410 224 109
SoF T
Toma 0 1863 1763 1677 1424 1172 909 645 423 231 101

D& IE HHF OB X7 1%, =7 ) 7a P U BT 7 BRI R
THRIE - (FT7vRIZHT 2= "7 7y ot — Rk [HR]
0.75, 95.04%15#HIX[H : 0.65~0.86, p<0.0001),

HIE S 720 O E S iz HHF O #RIFE B (RS)

T
T G EE S, N (%) 1867 (100.0) 1863 (100.0)
FBLIZBEL, N (%) 462 (24.7) 361 (19.4)

100 A - FEH7=0 OFRBY 27 21.00 15.77
NP R (95% (S X ) - 0.75 (0.65,0.86)
(95.04% 5 HE X ) - (0.65, 0.86)
pfE - <0.0001

Cox [a])7

) REEETIC XV D L7 R o =0.0496 (25 <

P 7 BIIR G H
HIE S 472 HHF (FIELR OVR38) O FEL

HE SN 7- HHE (WIEI R OESE) 1%, =87 ) 7 a2 U REC 246 4 (13.2%),
7T R AREET 342 1] (183%) 23 L7-, HHF (W)Ial K OVE3E) OfFEHMK
%, =T T7a P RET388 M, ST EARRETSS3HE ST EARELY b
YRT ) Ta P BT Rnols, HHF O U A7 (1%, =7 ) 7P T
FTRRBECH AR THEIE 72 (FTERICKTE 87 700 HR
0.70, 95.04%{E#EXfH : 0.58~0.85, p=0.0003),




V.

BB 5 IHH

GBS
(AZhE)

FIE S 7 HHF (W)L R OVEE) 8L (RS)

7T RE T R7 ) 7y 10mg B
fRHTRI R BEL, N (%) 1867(100.0) 1863(100.0)
HHF O@BE#, N (%) 342(18.3) 246(13.2)
IS BT 553 388
ANYP— R (95% 1K) - 0.70(0.58, 0.85)
(95.04% (5 X ) » - (0.58, 0.85)
pfE - 0.0003

Joint Frailty &7 /L
) FREEATIC X0 L7« =0.0496 (2 H5<

eGFR 2 —7 :

TR 7YY, eGFR A B — 7 OHEEEILZ-0.546mL/min/1.73m?/
i (95%(E5HEIXH 1 -0.991~-0.101) TH o7z, 77 BAREETIE, eGFR [LHEHF
Bz, XA T T L, eGFR A1 — 7 OHEEHIE-2.278mL/min/1.73m%/4E

(95%fZHEIX R : -2.728~-1.828) Th o7z, BERIEEGHIM S, eGFR OIET
T RXT7 ) 7a P T I RBEL D AEICELS, HEOEOHTEMIX
1.733mL/min/1.73m%4E (99.9%{E#EXH : 0.669~2.796, p<0.0001) T -7z,

eGFR A1 —7 (RS)

TR | =27 Y Ta Yy 10mg B
fi Tt G B 4K 1863 1863

BUFED, HEREME (O5%IRMRER) (-1.31(2? ?(?583) (-3.3-543%? -224.661)
D[R], HEEM (95%(E% 2.278 -0.546
X ) (-2.728, -1.828) (-0.991, -0.101)
TIEREDHE (95%EFXH) - 1.733(1.100, 2.366)

(99.9% = HEX ) *2 - (0.669, 2.796)

pfE - <0.0001

T U H MESET IV
HE 1D IR eGFRIZKIT 2 AMIEHEZR L, HEIIEMOIEHZFEKT,
E2) Wi «=0.001 IZFS<

Z DM ORNRFHIEE  (BRERAY)
IR F TOHARM -

BFERFELENL, =2 X7 U T7a Y BT 249 6] (13.4%), 77 BAREET 266
B (142%) ZFBLL7Z (HR : 092, 95%EHEHXM] : 0.77~1.10), ST DKHES
FEDMEETH -7z, BREMIZBWTEREY 27 ORI ZEIX o7z,

IR F TOHIM (RS)

TIRARRE | =7 Tr Yy 10mg i
T GEE L, N (%) 1867 (100.0) 1863 (100.0)
AR LI BB, N (%) 266 (14.2) 249 (13.4)
100 A - FEH7=0 ORBY A7 10.71 10.06
AP — R (95% 15 HE X ) 0.92 (0.77, 1.10)

Cox [l




V. IBICET 2 E

i
(AZhPE)

HIE S N7 O FE E T oA

HE SN ODIMEEX, =R ) 7a P BT 187 6 (10.0%), 77 &R
FET 202 4] (10.8%) 123 L7= (HR0.92, 95% CIL:0.75~1.12), &b %>
72DME DR D T TV —1%, DIERIER PNOLARETH o7,

HE SN DINESEE TOHIF (RS)

SNV DN A=
10mg &

it et B EE, N (%) 1867 (100.0) 1863 (100.0)

DIESE LT B, N (%) 202 (10.8) 187 (10.0)

100 A - 720 OFBLY 27 8.13 7.55

AP — R (95% 15X ) — 0.92 (0.75,1.12)

Cox [a])

AN

BIWERRBIEISIX, =7 ) 7a P BT 152% (283/1863 i), 77w REE
T122% (227/1863 f5l) TH Vv, FEAREWEMIFKME (=270 7ay
43 451 [2.3%]), 77 &AREE: 34 6 [1.8%], LATIFEINE), JREGEG: 27 1] [1.4%],
26 B [1.4%]1), ROVEHEREREE (27 i [1.4%]1, 2061 [1.1%]) TH-o7-,

HERAERFROREEIGE, =7 ) 7u P BT 7RI VK- T
(moR_7 ) 7a 7720 [41.4%], 77 &2REE : 896 5] [48.1%], LA
FE) , EAFETIS AN EERAEFSL, A% 3324 [17.8%], 444
B [23.8%]), Mfizk (53 i [2.8%], 621 [3.3%]), L=EMAEAR (5561 [3.0%],
37 6 [2.0%]) ROEMEERE G5 [1.9%], 5561 [3.0%]) ThH-o7-, i
WG, FRGHETRBEISD 3.0% KM Th o7,

HEES
(L)

Rk T, 2 BB RIG A OF DA )b S TR IME T L8R HR
Fraxtgl U, EAESRISBM LT 37 7a D OFRNER etk 2
TRREREE L THRHF LTz, #iER, =370 7u P00k, DA 5% HHF
DOIRBY 27 (FEFHMEEE) 27 78R LARICKE TS, 72, WE
MREIZE T2 2 DOBEERREIKFAGTEE T 5 HHF (FIE L OFEH) OB
WeGFR 20 —FIZBWNWTH, =70 70075 BRICkH 2B
IRER, TRZ Y Tua Y i’ HHF O A7 2K F S8, BB T 2B E X
WD ENHER SN, EBIT, INHLDORRT 4y M, 2 BBERFADFOA
2 0bbT—EB LT\, 2, ARBRTIZT h7 v F—Y 2AORBUIA DL
9, 2 BBERFBE GO L TV WEBE T, tEONBELE L35 X5 R EE
ORI A SN2 o Tz, BIEODAREREZRRE LIZARBR CE LNz
RV 7uroettra 7 7 A, 2 BERFEREZ R E Lizo S
Voa Y OBEMOZEE7Tn 7 7y AV ERBETH -T2,




V.

BB HIHHE

QFEEBREDMRT AR DA REE 255 & U7 ESERISS I AR 9 (1245.110 5A8R

EMPEROR-Preserved #H#)
H Ay JERERHER (LVEF) MRN8 LDARBREEZ RIS, =7 ) Ty
10mg % BI L 72356 ORER L E, 778 RExtg s LTHRFT LT,
BT A | B, EREEE, —EHEm, 72, 7T RARRE, A bR
AT RE RS PR R
PSS FERERHRNE- N B DR RRE, T o 2B T 15 5988 1]
FRERPUEHE | - 20 LA E (AARN), 18mELLE (HARANLIAL
(FEH) « By | » LVEF>40% OB IELAREE 2K S, ==2—3— 27 DIEHES (NYHA) (D%
BESETIU~IVETHLIBSE
* NT-proBNP 2% 300 pg/mL # (L EHEI AL O E0FF D D856 13 900 pg/mL
) DB
AT Y == OB, IRV —=2 7RI 6 5 HURIZ L= a—THEREN
7RSSR R (EREIERE OV XITESEIEKR) 2 HT583%, XA r U —
=TT 12 3 HURIGODARRIZ L 0 AR LI-8E
FRBROMEHE | - 90 HLINIZ, (LIHFEZE, BMzaHR, —i@MEAE MAEIE (TIA) A2 %8300
(R k) | BRFPIFEZTEE
- HEFDRERIAIEE & (eGFR (CKD-EPI) cr) 7% 20mL/min/1.73m? Kjiii CEFE S
OB EZ G T 585, IET2ET 585
 BUEBEMEE R LTV A L < IE 2 AELINIC EEVE IR O BEE 23 b 5 R
P55k A7 V== THIO#E 111 DR TTZ 7 ) 7Yy 10mg L7 7 1RIZ
TR MEEIT L, 85 Uz, RRBRITA X0 P IERCH Y, FEIMEEAB
DARY NERBLE 841 tHZET 5 TG 2k 25tECThH - 7=,
26.21 8 (hR{E)
(IR> hEGR)
== F5tR
sy | (] — I
73 2>40% = e N =Y
TFESHMIEH | FERHEE H
HIE SN DMAEE X THE SN ORI LD ABE (HHF) OF)EIFHRE
TOHIR]
BIKEHEE B | 35272 BREHEE B
€770) < HITE SN2 HHF (FE R OVFER) DR B
+ eGFR (CKD-EPI) cr D _X—Z2F A b DAL Z (eGFR A 12 —)
ZOMOBNIRFHEIEE  (BREH)
- RIERFET F TOHARM
CHIE SN0 A SE £ TR
fE R FEFAGIE
(FZhPE) HIE ST DA SE XIS HHF 1, =237 ) 7o VU BT 415 61 (13.8%),
7T R AREET 51 B (17.1%) WCRB Lz, OMAE5E T HHF (W)E) OHEE
BEREE GELMEEZHEEY A7 L LTEE) 1%, 7% LB IT%E
L m XY Tu P e I AREEOR TR LG, BB A m L
THEFF S 7=,




V. GRS 55EE

B
(B2

D& IE HHF OB X7 1%, =7 ) 7a P U BT 7 BRI R
THRIE T (FT7eRIZHT =37 ) 7ot — Rk [HR]
0.79, 95.03%15#HIX[H : 0.69~0.90, p=0.0003).

HIE S 7oL g SE3T HHF OIRIFESE TOWIH, HeEE RS

(%) 40
35 751K (n=2,991)
— T 172X 10mg (n=2,997)
304
# 25
&£
B
bt 20 +
i
b2}
= 15 4
10
5 4
0 T T T T T T T T T T T T 1
n 0 90 180 270 360 450 540 630 720 810 900 990 1080 1170(H)
T5tR 2,991 2,888 2,786 2,706 2,627 2,424 2,066 1,821 1,534 1,278 961 681 400 187
DuF TS
(g’r:-g{/ “A 2,997 2,928 2,843 2,780 2,708 2,491 2,134 1,858 1,578 1,332 1,005 709 402 192

HTE S 3072 O SESOTHIE & 7z HHF OF)RIFEHF (RS)

75 AR Iyﬁi;;fyy
ATt R BEE, N (%) 2991 (100.0) 2997 (100.0)
B L72BER, N (%) 511 (17.1) 415 (13.8)
100 A\ - FEd72 ) OFBLY A7 8.67 6.86
AP — R (95%E X ) — 0.79 (0.69, 0.90)
(95.03% 15X [H) - (0.69, 0.90)
pfE - 0.0003
Cox [a])

1) FRIEATIC X R L2 o =0.0497 (265 <

BRI A

HE A7 HHF  (F)E] R OV-36) D88
HIE S HHF (WIE R ONESS) 1%, o _2 U 7u P BT 259 4] (8.6%),
7T R AREET 352 61 (11.8%) Z3BLL7-, HHF (W)al K OFES) ORI
%, =TV T7a P BT, ST RRBETS M E T T EARBELY b
VRT Y Tu BT oo 7o, HHF ORBUE, =7 ) 7u P BT T
TR THEIE ) > (FFBRICKTT 287 ) 7P D HR 0.73,
95.03% 1 #HX ] : 0.61~0.88, p=0.0009),




V.

BB 5 IHH

(AZhE)

FIE S 7 HHF (W)L R OVEE) 8L (RS)

b e AV Il = R
A AN it

10mg
TR BEL, N (%) 2991(100.0) 2997(100.0)
HHF OBEH, N (%) 352(11.8) 259(8.6)

HEFE B 541 407
AP — R (95% 15X ) -
(95.03% 15X ) ™ -
p & -

0.73(0.61, 0.88)
(0.61, 0.88)
0.0009

Joint Frailty €7 /L
) PRI XV > L7l o =0.0497 (2H-5<

eGFR A —7 :

TR Y 7a P BT, eGFR A 1 — 7 OHEEIZ-1.253mL/min/1.73m%/
£ (95%IEHEIXE « -1.465~-1.041) THh o712, 77 B REETIL, eGFR LK
e, L AAETETL, eGFR A1 — 7O EMIZ-2.616mL/min/1.73m¥4E
(95%fZHEIX[H : -2.827~-2.405) Th -7-, 1BERIEL G HIM T, eGFR DIET
X RT7 ) 7a P U BTT TR RBEL D ARICEL, HEOZEOHEMIX
1.363mL/min/1.73m%4E  (99.9%{Z#EX ] : 0.861~1.865, p<0.0001) TH 7=,

eGFR A1 —=7 (RS)

OV AU Rl = B

A Y 10mg B
FEAT R SR EBEER 2911 2925
BUED, R (95%IE KR 0.180 016
(-0.445, 0.084) (-3.280, -2.752)
2,616 -1.253

&Y ], HEE (95%FHEXH)
(-2.827, -2.405)

TR EDE (95%EHX M) -
(99.9% {5 HHIX [H]) *2 —
p fE —

T U H MESET IV

1) GBI eGFR IZKIT 2 2MIEH 2R L, X IIEMOEMH 2T,
E2) Wi «=0.001 (ZFS<

(-1.465, -1.041)
1.363(1.064, 1.662)
(0.861, 1.865)
<0.0001

ZOMORIREFHGEE  (BEZER)

RFERFETE F TOWIRF -

BRI, =27V T7a P BT 422 6] (14.1%), 77 BREET 427
Bl (143%) [ZHEHL, BEREMICBT2REY 273070 7P jf
LT TR TRIBE TCH 72 NP — Kk 1.00, 95%EHEX M 0.87~1.15),

FERIET E TOHIE (RS)

- . TR FYy T
75 REE

10mg ¥
ATt R BEE, N (%) 2991 (100.0) 2997 (100.0)
AR LI BB, N (%) 427 (14.3) 422 (14.4)
100 A\ - FEd72 ) OFBLY A7 6.67 6.60

NP — Kb (95% 155X ) -
Cox [l

1.00 (0.87, 1.15)




V. IBICET 2 E

i
(AZhPE)

HITE S A7 D SE T IR

HE SNTLESEY, =7 ) 7a P BT 219 Bl (73%), TR
BET 244 5] (82%) ITHBLL, RERFIT L 7Y 7P U BTT I RBEX
DETAE -T2 (A= R 091, 95%(EHEIXH 0.76~1.09)

HIE SN DB E TOWIM (RS)

SNV DI A=
10mg &

T G EE R, N (%) 2991 (100.0) 2997 (100.0)

DIAEFE LT BER, N (%) 244 (8.2) 219 (7.3)

100 A - b7z b OFRBLY 27 3.81 3.42

SN R (95%(EHEH[X RE) - 0.91 (0.76, 1.09)
Cox [B])F

7T R

BWERRBREIGIL, =2 "7 ) 7a P BT 16.5% (494/2996 #l), 77 REE
T 13.8% (413/2989 i) ToH Y, EREWEHITIRIEERGL (o _7 ) 7oV U
94 5l [31%], 7 7vREE: 7161 [24%], LLFRNE), K+ (48 Fl [1.6%],
34 6 [1.1%]), BHEREREE (39 %1 [1.3%], 35 Il [1.2%]) K OMKIMmEE (31
Bl [1.0%], 3161 [1.0%]) Tholz,

HERAERFROREEIAGE, =7 ) 7u P BT 7R VK- T
(=7 ) 7a U R 1436 5] [47.9%], 7 ZBAREE : 1543 61 [51.6%]1, LA
TR, EAFECTLLS AN cEERAERFGIL, O~ 4% (448 #1 [15.0%],
594 1511 [19.9%]), ffiZe (100 B [3.3%], 119 1] [4.0%]), Lo AmE) (92 41 [3.1%],
80 Bl [2.7%]) KOGMEERESE 81 ] [2.7%], 107 # [3.6%]) Thol=, fi
g, SR THRBEIGD 3.0% KM ThH -7,

HEES
(L)

RkBR T, 2 FUBERIG A OF DA )b S TERIHERNME - 8 E DA R
Fraxtgl U, EAESRISBM LT 37 7a D OFRNER etk 2
TRRERE L TR LTz, #iER, =370 7u P00k, LI 5% HHF
DOIRBY 27 (FEFHMEEE) 27 78R LARICKE TS, 72, WE
RIEIZE N7z 2 DOEELEKGHMEEE TH 5 HHF (FIE & OFEHR) OFELKL
WeGFR 20 —FIZBWNWTH, =70 70075 BRICkH 2B
IRER, TRZ Y Tua Y i’ HHF O A7 2K F S8, BB T 2B E X
WD LR SN, RS TNTBE DA R R R L LI AR T
Bonzo X7 ) Ta ot 7 A VX, ZRETIZmLENATWS
T RTY TP ORENET AT 7y ANV ERRETH Y, B BRVED MR
niz,




V. {ERICEAT 5 EE

<P Mg >

BYRBHEITOU 27 OH HEMBER (CKD) BE 2% Uz EERLRSE [ AEERER 17

(1245.137 3ABx -

EMPA-KIDNEY ##5)

HHY

IEBETOY 27 O DH CKD B 234100, BHEEET XTI & E T
OHIMIZRT 2=/ 7 ) 7 //OD;JJS'E%F:HIELKO

BT A

BT, EERILE, A~ MIER T2 b, 7T AR, CEHEER,
MPATHE ] PR

ISES

BREHETD Y 27 DD CKD BE, 7 & MMEEI T Bi% 6581 14

R

AEER 18 EELL L (HARTIX, 4Fip 20 %Ll 1)
- BIRBEITOY A7 D5 CKD B
A== TRBEODL IR B3 5 AR K ONA Y U — = 7 KPR Fisk
SINTEERDOBERBRERREZHNT, L TFoWnWThhrgefimzd & L ER
L7,
eGFR (CKD-EPI) cr20~<45mL/min/1.73m?
eGFR (CKD-EPI) cr45~<90mL/min/1.73m? 2 RF TNV T 2 /7 VT F
=tk (UACR) >200mg/g (UTRFEA/Z LT F = H>300mg/g)
Ry Tn Yy (XEEOMo SGLT2 RERIR SGLT1/2 BHEA]) 12X
HIRFIILE RN RIS, o, TO X D RIBEAANEY) TIER &
Wr <7z CKD ¥

7k, FERWE FEEIIMDRV) 260 2BFE LRERE 0LV EE %
EFNENRIEKRD 3 55D 1 LLESE eGFR 7% 45mL/min/1.73m? % k[R] % 835 D

BIROKIZ 4D 1 E T JEIJBE LT, Fiz, L= 7 w47 v 5% (RAS)
FREANIRBMEN 2 WGEE XTI Th 556 2R, #8)7e H&E M
SnNsHZEE L,

ESANE 4P St
(ZH - Hek)

<2 BIBEPRIGC, 77 v — AEIAREE LML A AR (OATREZE, FROME, IMAE
o, OISR ERED [Tk ETe]) oFERSY, X7 ) —=v7
I eGFR 73>60mL/min/1.73m2 O B3

- MERRENT, BB, JUTAEER RN F—BRE TEL TV L EHE

CJEBEMRME, XITA 7 Y —= 2 ZRHCIGHES <90 XI1E>180mmHg D&
#

- LRV O BE

. 5555 3 1 HUNOGEIRIF OFIRNIEE, XI7'L K=Y 1 2>45mg (X

M4 Z# 5 (RBREFTEE 55 2.0 RIS TEE*)

-/ﬁ%ﬁ%ﬁf"ﬂqj z, RBRIGE A T 28 13 HIBR S 4L 5 ATRetE O & 2 BETEJRE (61
HEEOMRIREE, W5 4 FLUNOEOIE IO v 7 2 [FERE
JERZ &I 2 bR < ], XUTIRE D7 v 23— L3 ELR )

- VABEIRIG DR (TRBREENEGETHEE 55 2.0 iRIC CTIERD)

*JSEATOMEL, EE 3 » ALUNOREMHEEE (L F=Y1r2 <10mg
iﬂ’“*'z'%ﬁﬂ) XIF7Vv R=vyro>10mg (LFFR%EE) 2&E5H)




V. GRS 55EE

& 5751k

T U ELNEISHIO 8~ 12 B T TR ERE L, T LB RICEET T
LA R MR 1070 4L, EICET 5 T2 o7 ) 7m P 10mg T~
T RE®RET S,

24.335 3 (hiRfB)
ANV ESE)

-
(n=3,289) 43879

29)—==27 8~12;8R EERL

(n=8,228) Evioe s
G . A B
e N | (n=6.581)

HREUBRRERE"

740-7v7S

JvF17>A10mg 1818
(n=3,292)

H R AT S 1

HEWMEDORET7 4> bEBHAL LB IEERET 5720, KBRS

(ESKD) DOHIEA R MFEBEAS 150 I LR (HEL 58T v

N1 A R R 1070 D 9D B 60% 233 BT 5 & TRISNZIFR) TOH

B D TR AT 2 ST 5 2 L S ETE S ute, PRI ORER, TORE L

TROEMEEM - LIS AT e Sihi+5 2 & & Shi,

(1) FZEFHmEE O Cox [FUFET /M L %/ W — REIZFU T, Hwang-Shih-DeCani
O o {HEEE (v=-8) IZHEIXEy =il p i CHERETI/RE
nNsHI k.

(2) BIKFHBER TH 5, OIMEE I RPE AL E TOHIFS, bl s
HFEFOTEE TR NP —RbETEMfEINDZ &, =720, p
X 0.05 K & 35,

T ERHmE

T H
UTFOWFANDA R s OPIEIFEE £ TOHM

- R EBMEST (ESKD Y, eGFR A% 10mL/min/1.73m?2 A 2 FreAI IR T2,

HESNTZBHRBICE DT, T T o LEIZ eGFR 23 40% LA EFife

AL TEY oW$hnny) OYIEEEE £ TOHM

< HIE ST B

1) BSKD I, HMERFFENT OB SOLE RO N & E5% L,

H2) eGFR DIKFICRIT D TRk OERIT, LLFonwWThnd L,
cTEINET A —T v 7 RBERIC 2 [BhEHE LT (30 HLLEORIRT) B b
RVt v
CTPRESNIEFRE T A a—T v 7 EKEERE, IIET, REREE L IXEBIAREE &
72 B RTD FfE T ERBERFIZERD DTG

RIRHAIEE H
(k)

LRI RGN B

HIE SN OARRICE B ARE (HHF) XIZHE S iDL E SEDO W] [EIFE B E
T ]

- RJRERABE (FIELOFHSE) £ To MR

< T SN 2R F TOHIR

ZOMORIRFHAMIE B (BRRA)

- BR BT OFEIFE B E T O W]

< HE SN FE E T o R

< HE ST O E X ESKD O )[EI R E £ T

T OMOFHHEE  (BEEER)

+ eGFR (CKD-EPI) cr D4EMZELE (eGFR 2 1 —7)

- R=2ATAUDBRE T ra—T v 7KL T (W)
-2 HBOERRENSRE T A u—T v 7K E T (184EH)




V.

BB HIHHE

B
(B2

AFRER T BTN HEVY, ESKD OFIEIA R FIEHEAS 150 fHICE L
2% (ZOFRSTEELTLZEET Y M LAAXY MDD S H 58% [624/1070
W] OEET T NI LA SRS L, AEO RN T,
ZORER, TORE L REMPIEORERE- L2 Z 0D, MyTF—2T=
2V TEERIIAEIECL DA T v hEBERE LR BRO Ry P IEA2#)
% L, Executive Committee (Z &2 ¥ 35k O B3 1E 3 Fe il iE S v,

BRYM ORI Yy T 4 7T ARET 2437 7 H, 77 0HRBET 2433 »
AThoTz,

TR H

BRI T UL O MEERN R LI-BEOEISIL, =7 ) 7Y 8
(430/3292 3], 13.1%) T Z7-&ARH#E (553/3289 5], 16.8%) X VK, =v
R 7 a YAl L0 BREBEIT UL OMEEDRR Y X 71377 2RI~
TAHBIETFTLE (ONF—FE0.73, 99.83% CI : 0.59~0.89),

R AEETT SUTHE SH DI E SED PIEFE S £ TOHH (RS)

TRy TaY

A i i

10mg #¥
fENT R R EBEE, N (%) 3289 (100.0) 3292 (100.0)
FELIZBER N (%) 553 (16.8) 430 (13.1)

100 N-Fd72 ) OFBLY 27 (95%(5HHIX[H) | 8.92(8.19,9.68) | 6.85 (6.22,7.51)

A= Rl (95% (G - 0.73 (0.64,082)

(99.83%fZHEX ) ™ — (0.59, 0.89)
p & — <0.0001
Cox Al

1) 99.83%EHE X B E AT X 0 D U= il ¢ =0.0017 12453 <

BRI T UL FEOHEE BB BRI T > & LK OF) 1 %N D =
PRT )TV LT TR ARFEOR TS O LY, BEENED L
TLE LIHEMDB GO 12D £ THER Sz,

B PR IEEAT SUTHIE STz D A SEDOMIFIFE S & T O, HEE RSB

GEOMAEIFER OB EELHSY 227 L LTEE) (RS)
(%)50
4 F5tR (n=3.289)
JvT17>Z10mg (n=3,292)
40
35
#
T 301
R
w254
Eis
B 201
x
15
10
5
0 T T T T 1
. 0 180 360 540 720 900(5)
5tk 3,289 3.241 3132 2349 1553 679
om0 3292 3,244 3,164 2389 1,601 726




V. IBICET 2 E

i
(AZhPE)

NR—=2F A v OFERIFEVOGER O FE A X b (R EEIT 30 IMmE

) DOFRBLIEIAIL, T%@kk@f&;@ R—=R T A DOFERIFEOFOF I
L O TEFNOFEIMENTD LTz,
FEPRIF OO0 BRI DR BAELT XL O M AE SE D R EHES (RS)
WA B 75w KR I/ﬂié;f// NP RE
pil3 %1& u) ot
i (3289) (3292) (95% 15 HEX[H)
Eexiid 20.2 (303/1,503) 14.3 (216/1,514) 0.64 (0.54,0.77)
FEEPE 14.0 (250/1,786) 12.0 (214/1,778) 0.83 (0.69, 1.00)
FHBENEG - % GEBULLUMRAT X E451550)

* 1 Cox [ml)

NR—=2F A D eGFR BIDOFH A N b (BIRBEIT UL LMEIE) DOIBE|
B, TEOLBYVTHY, X"—ZF A D eGFRIZ L b FTARFN DA RN

Wbz,

N—2F A D eGFR BB BHEST

XIF M EFEOREHEIS (RS)

N—RZF A D eGFR
(mL/min/1.73m?)

77 v R
(3289)

TRy TuT
10mg #f
(3292)

NP— Kb
(95% (5 HEIX [H])

30 A 27.4 (315/1149) 21.9 (247/1128) 0.74 (0.62,0.87)
30 LAk 45 Kl 12.0 (174/1455) 9.55 (140/1466) 0.78 (0.62,0.97)
45 LIk 9.34 (64/685) 6.16 (43/698) 0.63 (0.42,0.92)
%éfﬁ%ll/\ % (CRBUE-E/ TS G550

: Cox [H])F

N*X?4V®UMR%@%A$I%W@F% FEA NN (BRAELT
LA TE) OIBEISIE, X—R2F A D UACR DMEWEHSEMIZE 7T
kfﬁk@%ﬂ¢é<&@ AKENDOHHIEDIRETT DM BFBD v, iz,
PRI OHER L OFEAOHERIZ I 1T 5 X— A2 F A > @ UACR B OE Sy 4 H1fiE
Br CRR&MENT) ORER, BEIRFIEGDEDDX—A T A - ® UACR 28 30mg/g K
OB TIE, A Xy MDD R FHEIIERAR S5 0D, BHREBHETX
WD DR BEISG LT 7 R L LR TARIRECEWHEB TH -7, 20

BERE LT, YW

SEMOIEFE (4 X2 M) B+ ThRywE

EATRRERLNTH D Z Linh, FHIAKREEL R oo rReMENR H D & & 2 T,

~N— 25 A P UACR Bl D%

ETT LT DM AESED BTG (RS)

N—=Z2F A D
UACR (mg/g)

75 ARRE
(3289)

TR Ta v
10mg #¥f
(3292)

SN R
(95% E#IX ) *

30 A 6.33 (42/663) 6.33 (42/664) 1.01 (0.66,1.55)
30 LAk 300 LR 8.33 (174/1455) 7.24 (67/926) 0.91 (0.65,1.26)
300 ## 25.6 (433/1690) 18.9 (321/1702) 0.68 (0.59,0.78)
%éfﬁﬁll/\ % (CRBUE-E/ T G150

: Cox [A])f

L, RED




V.

BB 5 IHH

i
(AZhPE)

BERIR A DE OB R T A — 2 F A > D UACR B OB R BT 30 M5 FE D
FHENS (RS) (HREMEHT)

| xr a0 | e ny;iéfyy PRI
e UACR (mg/g) (3289) (3292) (95%E X
30 A 8.7 (29/335) 5.1 (16/311) 0.61 (0.33,1.13)
A0F | 30LLE300LLF | 10.4 (49/470) 8.9 (42/472) 0.90 (0.60,1.37)
300 8 32.2 (225/698) 21.6 (158/731) 0.59 (0.48,0.73)
30 A 4.0 (13/328) 7.4 (26/353) 1.76 (0.90, 3.44)
FEADE | 30LLE300LLTF | 6.2 (29/466) 5.5 (25/454) 0.85 (0.49, 1.44)
300 8 21.0 (208/992) 16.8 (163/971) 0.78 (0.63,0.95)

FHEG % CGEBUFEUMEHT 26150

* 1 Cox Al

F 72, CKD BHIEESFICES S HoEMICHIT 5, FEA X b (BREAE
ITXITLMAEIE) ORBEFIITRO LBV THY, BT IV —0fMskic &
DR T & OBEE IO R MDD I N T OFEFUZIR T H D H DD,
F L&A EDEGEMIZIB N TARFOFE A X N ORBMHIZI R STz,

N—2F A D eGFR B —2ZF A D UACR BIDOEE B T UL OIS FED

FIEIG (RS) (FHRA#T)

eGFRV UACR? 7T R I\//\lgnl)g;‘j e (95/02:1;;5:2%) 3)
Al 0 0 -
Gl A2 0 (0/1) 0 (0/7) —
A3 59 (1/17) 143 (3/21) -
Al 0 (0/2) 0 (0/2) -
G2 A2 23 (1/43) 1.8 (1/55) —
A3 8.2 (15/184) 7.6 (13/171) 0.82 (0.39,1.72)
Al 4.2 (3/71) 2.6 (2/78) —
G3a A2 4.5 (5/111) 4.5 (5/111) -
A3 15.2 (39/256) 7.5 (19/253) 0.45 (0.26,0.78)
Al 3.8 (15/400) 4.9 (19/388) 1.41 (0.72,2.78)
G3b A2 7.9 (36/453) 7.5 (33/442) 0.93 (0.58, 1.49)
A3 20.4 (123/602) 13.8 (88/636) 0.66 (0.51,0.87)
Al 12.2 (23/189) 10.7 (21/196) 0.88 (0.49, 1.59)
G4 A2 11.0 (36/327) 9.1 (28/308) 0.85 (0.52, 1.40)
A3 40.3 (252/626) 31.4 (193/615) 0.70 (0.58, 0.84)
Al 100.0 (1/1) 0 —
G5 A2 0 (0/1) 0 (0/3) -
A3 60.0 (3/5) 83.3 (5/6) -

FHEE % GEHUEMENT G HIE), — A X2 MR D Wiz ORI
1) X—ZF A D eGFR (mL/min/1.73m?) X5r& LT, G1:90 LLE, G2:60LLE 90 R

75, G3a : 45 LLE 60 A, G3b : 30 LLE 45 K5, G4 :

15 LAk 30 A, G5 @ 15 Al

2) R—=A7ADUACR (mg/g) K& LT, Al: EW (30 Kiif), A2 : &7 L7
SR BOLLE300LLTF), A3 BEMET LTI R (300 #B)
3) Cox Al




V. IBICET 2 E

GBS
(AZhE)

R FIRGHGE B
HIE ST RFERIBE L £ TOHIR -

BRI &HESNTBEOEIRX, =37 ) 7P U8 (148/3292 4,
4.5%) TTTRAREE (167/3289 B, 5.1%) LVAKI-T=, =2 X7y 7nmy
VEETORERELCD Y AT FIET 7 BRI THE CIER o2
(p=0.2146 TH Y, HEKHETH S 0.0290 #HEx72),

HIE ENT- BRI TOWIM (RS)

Ty Ta

75 v REE 10mg B
fENT R RBEE, N (%) 3289 (100.0) 3292 (100.0)
EFERFET EHE S NTEE, N 167 (5.1) 148 (4.5)

100 N -fEd7= 0 OFEBLY 2 7 (95%(5HHIXR) | 2.59(2.21, 3.00)
A= R (95% EHEX ) —

2.29 (1.93,2.67)
0.87 (0.70, 1.08)

(97.10% (5 X M) ® — (0.68, 1.11)
p & — 0.2146
Cox [E])F

1E) 97.10% S HE X I LB E 2 7R3 72 OIS B2 A B K HE 0.0290 125 d 5,

HE 7~ HHF XUTHE SN2 DI FE O YIRS E £ TO MR -

HHF 3D MERE EHE S NTZEBEOEEE, =7 ) 7a v
(13173292 3, 4.0%) TFZ&AREE (150/3289 B, 4.6%) L VAKH-7M3,
TR F ) T ua P URETO HHF XLDIIEED U A 7K FIX 7 7 2 REEIC L
RCHETIE o7z (p=0.1852 TH VY, AEAMETH S 0.0145 2z 72).,

HIE X7 HHF UTHE SN0 M FEDOPIEISEE E TOME (RS)

TRy TaY s

75 v AREE 10mg B
fENT R R EBEE, N (%) 3289 (100.0) 3292 (100.0)
FELIZBER N (%) 150 (4.6) 131 (4.0)

100 AN-4EH7=0 DOFILY 27 (95%(ZFEXH) | 2.35(1.99, 2.75)
NYP—FH (95% X [#) —

2.05 (1.71,2.41)
0.85 (0.67, 1.08)

(98.55% 5 HEX M) ™ — (0.64, 1.14)
p fiE — 0.1852
Cox Al

1) 98.55% 15 HE X M AR 4 7R 9772 OIS L B 22 WA K YE 0.0145 15T 2,

R ARE (F)E K OFE3E) £ TOHM -

JFRABENREE LIZBEOEGIE, =7 ) 7a Y U (838/3292 4,
255%) TT 7 BAREE (894/3289 i, 27.2%) X0k, RJFEKAFEORIEL
3 (E R OESE) b 7Y 7a P U (1608 1F) TF T B ARRE (1887
)y Lobieinotz, RIRERABREOREEY X718, = X7 7a v T
TR THEICIK T L (p=0.0025 TH Y, KNIV EAKYE
T&H 5 0.0097 % FlEl~72),




V.

BB 5 IHH

i
(AZhPE)

AR (1A R O F5E) R OMHE S 73BT (RS)

P Iw:;;?; v

FRHT SR REL, N (%) 3289 (100.0) 3292 (100.0)

WABEES, N 1887 1608

IRRABED BEHZ DI, N (%) 894 (27.2) 838 (25.5)

AP — R (95% (5 IX ) — 0.86 (0.78,0.95)
(99.03% {5 X ) * - (0.76, 0.98)
pfE - 0.0025

Joint Frailty €7 /L
) 99.03% 15 #E X BT B RUE 2 /R 72 D I L B 22 A B K HE 0.0097 (Z)HIE T2,

ZOMOBENEHEEE  (BERAY)
BT OMEIFEBLE TOHIM -

BIRHEEITE R LI EBEOEISE, =7 7a P U (382/3292 1,
11.6%) T7Z7&HREE (499/3289 i, 152%) K VIEL, BHEEMEITHRITD
FCTOHMDOT T vRIZHT D RT Y 7a PO — REFFREIC1LEZ T
[\l o7z (A= RE0.71, 95%(EHXMH : 0.62~0.81, p<0.0001),

BIREEIT OMIEFEE E TOHHE (RS)

P — I\//:g;nug;‘j V%
fEHT R EEE, N (%) 3289 (100.0) 3292 (100.0)
B BAETT L HIE SN BE, N (%) 499 (15.2) 382 (11.6)
100 N+ 4EH T2 OFBLY 27 (95%IEHXH) | 8.05(7.36,8.77) | 6.08 (5.49,6.71)
A= R (95% 15 HEIX ) - 0.71 (0.62,0.81)
p & — <0.0001

Cox [a])F

HE STz E S E TOHIM -

DMIEFE L HE SNTZBEDOEISIX, =37 7 a P VR (59/3292 41, 1.8%)
KO 7 /AEE (69/3289 i, 2.1%) & HITIELS, WGHMZEN®H D Z & 2Pk
WRTRERITE O o Tz,

HIE SN 0MEEE TORIM (RS)

75 b R I‘//fjr‘nig;:/“/
FRHT SR REL, N (%) 3289 (100.0) 3292 (100.0)
DMILESE & HE S B, N (%) 69 (2.1) 59 (1.8)
100 N -£EH720 OFEBLY 27 (95% 1 XH) | 1.07(0.83,1.34) | 0.91 (0.69, 1.16)
AP — R (95% (5 IX ) — 0.84 (0.60,1.19)
pfE - 0.3371

Cox [A])F




V. IBICET 2 E

i
(AZhPE)

HE S 72O FE T ESKD OFIEIFEBL £ TOHARM]

DA FE AT ESKD & 581 L 7o B OFIA 1, =237 ) 71 ¥ U8 (163/3292
i, 5.0%) T Z7EAREE (216/3289 f5l, 6.6%) LYK, LIMEIEX T ESKD
DIBT D ETCOMBEOT TR T D7) 7O — REida
B2 1 & FlEo7z (ONF— R 0.73, 95%(E%EXH : 0.60~0.90, p=0.0026),

HIE SO S8 3 ESKD OIEIFEHL £ TOHIH (RS)

75 b R I\//fj;ni;m V%
FRHT SR REL, N (%) 3289 (100.0) 3292 (100.0)
DM FE L ESKD & HIE S 7B, N (%) | 216 (6.6) 163 (5.0)
100 N -£EH720 OFEBLY 27 (95%EHIXH) | 3.40(2.96,3.87) | 2.55 (2.17,2.96)
AP — R (95% (5 IX ) — 0.73 (0.60, 0.90)
p & - 0.0026

Cox [A])F

ZOMFPHIEE  (PRER)
eGFR Ao —7 .

TRZ ) Ta Y o HOBREMICEIT 2eGFRA T —T X7 T B ARREL D /N
X<, 1EHZY OB BERERZEIX1.36mL/min/1.73m2TH Y, =7 ) T7my
VEED T T B AR KRT B EIT-50% (FRENT) CThott, =i
7Y iZeGFROK FZBEIED Z LR EN, N—AF A L TOHOUACRYF]
DERYEMBHT DFE R, VEHTZD O 7T R & OREFZEOHEEEITUACR
DNIE R O B E T0.78mL/min/1.73m?, &7 VT I VIROBET
1.18mL/min/1.73m?, BAM:T /L7 I VRO FEFE T1.74mL/min/1.73m> Th - 7=,

AW 5 eGFR A2 —7 (RS)

7T ARRE TR T Y Ta YR
FRAT et G BB L 3289 3292
EIRED, HEEE 37.25 36.10
(95%E# X [#) (36.79, 37.70) (35.65, 36.56)
=D [AE], HEEME -2.90 2.16
(95%1EH X H) (-3.05,-2.75) (-2.31,-2.01)
TIEREDE (95%EHIXH) — 0.74 (0.53,0.95)
p1E — <0.0001
77RO E (95%FHEXH) ¥ - -0.26 (-0.32,-0.19)
- <0.0001

Shared Parameter €7 /L

1) UL eGFR KT 2 @MEH 2L L, B 3RBMER %7,

2) EE L LT ZE (77 RO (8T DM ORI ROEDIL) 2%
BEgIZBM LT,




V.

BB 5 IHH

i
(AZhPE)

BRI I1T 5 eGFR A2 —7 (RS)

7T ARRE TURTY TV R
RN G R E 3202 3207
GIREY, Hewfl -0.23 231
(95%(ZHHIX[H]) (-0.41, -0.05) (-2.48,-2.13)
TV [AE], HeEH 2.74 -1.37
(95%EHHIX ) (-2.90, -2.58) (-1.53,-1.22)
TI R EDFE (95%IEFHIXH) — 1.36 (1.14,1.58)
p & — <0.0001
TTEREDOHIE (95%IEHEXM) ¥ - -0.50 (-0.56,-0.43)
— <0.0001

Shared Parameter 5 /L

HE D) BIFIE eGFR KT 2 2MEERHZER L, BEIXEMNEHEZERT,

H2) EEE L THxE (77 Ao E I3 2B M OBRIROZED) 25
BEIZIBIM LT,

BRI O OFE K OFESOHEMIC BT 5 _X— 2 T 1 OUACRBI D ERS 4]
fENT (ERRMENT) OFER, SR L OMEMEHICE ) 5eGFRA 1 —"7, HEIRIH
FHEEPHEHIZBWT Y, R—Z2F A L OUACRIZD D BT, I B REECE
NTARHEETEVESNC I 1T 5 eGFRIE T DOBIEA D iz,

BRI O DFOA R (CFRTRE), WOITHERIF S O FE KL RR—ZF A D
UACR Bl CE#&#T) OSHIRICEBIT % eGFR A —7V .2 (RS)

fz};{f R=AF A 2D S5 R TR TrY E%f‘a‘ﬁ?é
- UACR (mg/g) 10mg B (95%1EH X M)
30 At -0.75 (-1.18,-0.33) |-0.52 (-0.97,-0.07) | 0.23(-0.38, 0.85)
A0F | 30LLE300LLF | -1.79 (-2.15,-1.42) |-1.00 (-1.36,-0.64) | 0.78 (0.27, 1.29)
300 # -4.71 (-5.05,-4.40) |-3.22 (-3.52,-2.93) | 1.49 (1.06,1.91)
30 A -1.03 (-1.46,-0.59) |-0.90 (-1.32,-0.48) |0.13(-0.48,0.74)
FEADE | 3080 E300LLTF | -1.49 (-1.87,-1.12) | -1.40 (-1.77,-1.03) | 0.09 (-0.44, 0.62)
300 8 -4.19 (-4.45,-3.93) |-3.22 (-3.48,-2.96) |0.97 (0.61,1.34)

1) mL/min/1.73m%4F (95%13 #H[X[H)
2) Shared Parameter &5 /L
3) HEREMRAT

BERIB O DFOA R (CFRTRE), WOITHERF A FOFEYN KL RR—ZF A D
UACR Bl (GE&ftT) o8 M#HIZ1T 5 eGFR Ao —7 V.2 (RS)

#ﬁﬁﬁ NR—=2 54 o NS Eiﬁi%
EXFiE) ® UACR 7T R 10 mg B (95%1EHEX
i (mg/g) )
30 A -0.84 (-1.28,-0.39) | 0.20 (-0.27,0.67) | 1.03 (0,39, 1.68)
A0F | 30LLE300LLF | -1.83 (-2.21,-1.44) | -0.12 (-0.51,0.26) | 1.70 (1.16,2.24)
300 8 -4.33 (-4.66,-4.00) |-2.20 (-2.52,-1.89) |2.13 (1.68,2.58)
30 Al -0.94 (-1.40,-0.48) | -0.39 (-0.84,0.06) |0.55(-0.09, 1.20)
FEADE | 3080 E300LLTF | -1.53 (-1.93,-1.13) | -0.91 (-1.31,-0.51) | 0.62 (0.06, 1.18)
300 8 -3.94 (-4.22,-3.66) |-2.48 (-2.76,-2.20) | 1.46 (1.07,1.85)

1) mL/min/1.73m%*4F (95%5#H X )
2) Shared Parameter &5 /L
3) FHERAENT




V. IBICET 2 E

i
(AZhPE)

F 72, CKDEJEEDFICHKS O EMICBIT 5, 2L OEESIC BT
5eGFRAT—7 X FEDO LBV THY, H7 IV —DOHIHEIZ LV o ER
T OBREBROA R MNP RN ORIRICBRIZIH D D0, 1FE ALY
DERSERNT I TARKIEE TIEMESIZ 351F 5 eGFRIE T DEIEAZRD ST,

NR—2F A D eGFR B R —2ZF A > D UACR BIOEHBIZBIT 5
eGFR 21— V.2 (RS) (FFLMEHT)

b e TR TYTavr Rz
€GFRY | UACRY | 77 L7k 10me B (95% R
Al - - -
Gl A2 235 (-11.24,6.54) | 229 (-0.71,5.29) 4.64 (-4.75,14.02)
A3 -6.43 (-8.44,-4.11) | -742 (-921,-5.62) | -0.99 (-3.69, 1.71)
Al 3.59 (-1.85,9.03) | -596 (-10.47,-1.44) |-9.55 (-16.62,-2.48)
G2 A2 -2.76 (-3.93,-1.60) | -2.22 (-3.28,-1.16) 0.55 (-1.03,2.12)
A3 -5.09 (-5.66,-4.52) | -3.37 (-3.95,-2.79) 1.71 (0.90,2.53)
Al -1.90 (-2.79,-1.00) | -1.23 (-2.09,-0.36) | 0.67 (-0.58,1.91)
G3a A2 |-228 (-3.03,-1.54) | -1.68 (-2.40,-0.96) | 0.61 (-0.43,1.64)
A3 -4.67 (-5.15,-4.20) | -3.42 (-3.90,-2.95) 1.25 (0.58,1.92)
Al -0.83 (-1.20,-0.46) | -0.58 (-0.96,-0.19) | 0.25 (-0.28,0.79)
G3b A2 |-1.56 (-1.92,-1.20) | -1.04 (-1.40,-0.67) 0.52 (0.01, 1.03)
A3 -4.09 (-4.40,-3.78) | -2.89 (-3.20,-2.59) 1.20 (0.76, 1.63)
Al -0.15 (-0.71,0.40) | -0.32 (-0.87,0.22) | -0.17 (-0.94,0.61)
G4 A2 |-0.85 (-1.28,-0.43) | -0.61 (-1.04,-0.19) | 0.24 (-0.36,0.84)
A3 3.74 (-4.07,-3.42) | -2.75 (-3.07,-2.44) 0.99 (0.54, 1.44)
Al - - -
G5 A2 -1.40 (-9.99, 7.20) 1.58 (-2.56,5.72) 2.98 (-6.56, 12.51)
A3 0.22 (-5.46, 5.89) -2.73 (-8.71,3.25) -2.95 (-11.19, 5.30)

mL/min/1.73m%4FE (95%{E#HX[H]), Shared Parameter &7 /L,

T2 O RE

— ARy N DTN

1) X—=2F A ?DeGFR (mL/min/1.73m?) X453& LT, G1:90LLLE, G2:60LL1k 904

T, G3a: 45 LIl 60 A, G3b : 30 LAl 45 K, G4 :

15 DAL 30 i, G5 : 15 A

2) XR—=Z2FADUACR (mg/g) XK4rE LT, Al: IEH (G0R), A2: ET LT
SUR BOLIE300LLTF), A3 : BEMET LTI R (300 48)




V.

BB 5 IHH

(S S R—=RF A D eGFR B g OX— 2T A > ® UACR BIDOEMEIIZ I 1T 5
(F 1) eGFR Ar—=7"V .2 (RS) (FLMNT)

eGFRD | UACR? 7T AR Iy}glinl)g;;ﬁ/\/ (950/fgﬁi’,§lzf'ﬁﬁ)

Al - - -

Gl A2 - - -
A3 -3.98 (-6.21,-1.76) | -3.96 (-5.94,-1.97) | 0.03 (-2.95,-3.01)
Al 5.82 (-0.10,11.74) | -4.33 (-9.03,0.37) |-10.15(-17.71,-2.59)
G2 A2 -2.61 (-3.88,-1.34) | -1.19 (-2.35,-0.04) 1.42 (-0.30,3.14)

A3 -4.47 (-5.09,-3.85) | -2.17 (-2.79,-1.54) 2.30 (1.42,3.18)

Al -1.12 (-2.09,-0.14) | 0.49 (-0.45,1.43) 1.61 (0.25,2.96)

G3a A2 | -1.69 (-2.49,-0.88) | -0.70 (-1.48,0.08) 0.99 (-0.13,2.10)

A3 -430 (-4.82,-3.78) | -2.18 (-2.70,-1.67) 2.11 (1.38,2.85)

Al -0.82 (-1.22,-042) | 0.01 (-0.41,0.43) 0.83 (0.25,1.41)

G3b A2 | -1.58 (-1.97,-1.18) | -0.23 (-0.63,0.16) 1.34 (0.79, 1.90)

A3 -3.85 (-4.19,-3.51) | -2.05 (-2.38,-1.72) 1.79 (1.32,2.27)

Al -0.58 (-1.18,0.02) -0.11 (-0.70, 0.48) 0.47 (-0.37,1.31)

G4 A2 | -1.28 (-1.74,-0.82) | -0.41 (-0.88,0.05) 0.87 (0.21,1.52)

A3 -3.68 (-4.03,-3.32) | -2.35 (-2.69,-2.00) 1.33 (0.83,1.83)

Al - - -

G5 A2 - - -

A3 -0.04 (-7.12,7.04) | -3.70 (-10.51,3.12) |-3.66 (-13.48,6.17)
mL/min/1.73m¥4E (95%{E4EX[#]), Shared Parameter £ /L, — : A X2 MNP 7200
e OFRFH
1) X—=2AF A D eGFR (mL/min/1.73m?) X3¢ LT, G1:90 BLE, G2:60 LLE

90 AJifi, G3a: 45 LLE 60 K, G3b:30LLE 45 K4, G4: 15 LLE 30 K, G5 :
2) ii%f-?% D UACR (mg/g) K43E LT, Al : IE® GOR, A2 : #ET7 LT

TR (B0LAE 300 LATT), A3 : BEMET LT I PR (300 #8)

i AFBROZAMER Y, FANCHE LEEEAERS (oG hik

(REVE) |- AEES, B, BELE FR, EEEOBUK, FCERT &g
EHEG (FEE, 7 F7 Y R—T X, TR, IR 2 Retkod 5
AEFRR), FANHE LTZREOAEFEFE ORE, &0 Y v LalfE SEERR
PRI, HEE eV, RIRERCY, SEBEIEONIK, EREMRIEE, B8, R
RAEEVERER, SMEEREE, oo U A L A RYGYE) KO EERAERFSICR
ELTIE L, (k@ BRAEMIZOWTIE, HARNEBVERERBE CORE4e
W77 7 AN e L VETZD DL T D70, KRR THBLLIT X TOR
EEGEZNELT,)

BIVEFIZEEEIA, =7 ) 7 a P BT 24% (793292 B)), 7 AEE
T 1.8% (59/3289 i) T o 7=, ERBIWERMIL, 2 mF U A /L kY% (98 #i1[3.0%],
107 41 [3.3%]) KOvRugE (1141 [03%], 1361 [04%]) ThH-o7-,

BELRGEFRZORBEAE, =70 7a VU 33.0%) & 77 vREE

(35.4%) CTRIRRETH -7z, EREEQRAEFGUILMEREE (93 6 [2.8%],
11741 [3.6%]) ThH-oT,




V. IBICET 2 E

(EE S TR ) T7u YA L HIERIE, IRV CKD A ICRBWT, LRI L

(FE®) | THRICEROSH DR T 4 v b HTHZ EREN, =037 ) 71
VATBERBET RO M (FERHMEEE) OV A7 2T T 'ARLEY 27%
KL, TOEIFFFNNCHE ThH o7z, FFETRE AL, =R T A UK
DOHERIF A IO IS eGFR EIZ )b 5, X7 ) 7 u ¥ OBRH#EE

MPHFESNIZZ L ThH D, N—ATA WD UACR EREWEEIZL, —
VXTI T a Y OIRFENRBINT DA DA DT, — 7T, BREET
BT 2REB= FARA YV M E L TRD LN TWDEMNHD eGFR A 1 —77¢
VBT DERBRHIENT OFER, =T 7 D TIEE T VT R UREFEIC
KHLUTHLAENTHDLAREERE W L2 LTS, 2, =7 ) 7ne
VT RFERABED Y 27 14% b &, EOIERNRITN—A T A
@#Fé)?f?ﬁ‘ BFOAME, eGFR M, XIXT /L7 I U ROIRREIC )b HF4h@ L

RO B, AEFG L LSV T DR A ME O RIT= 7
VoaPrOEMOLENET a7 v AL E BRI REL L Tz, =8 T Y
Ta P ORI IR T 4y b Y AT FHBIORERIT, B8V CKD BE IR
WTRIFThoT-,

2) REMHER
OEME I &R R OEMZ MR D (124538 3UER)
M= > s — V3R A43 70 2 R PRI RS 2 KRG c = N7 ) 7 r 2 (5,10, 25 UV 50mg)
ZHAMBEEE LT H LA REMRO#EEL L2 XOFIMERORE2MEE 7T 'R & LK
L, EBl, =Y TrYy (IO&Uzsmg) Z 1 H 1[E40 BEERERLG LIzEED
Bzt a2 mat Uiz, 12 851 AIERRBLEIA 1L Smg B 9.1%, 10mg B 7.3%,
25mgﬁ$110%, 50mgﬁ$118%f-&>@ FREWERNISER, B8, B, KPEE CTh o7,
G2 BT 2 BEWERRBLEI A1 10mg/10mg B 19.3%, 25mg/25mg £ 18.3% C, F72EI(E
SRR, (85, 18, RERD, REBBIGESETHo7-, S2EMTARAORG DL
1 [B132 1) 7= R O BIVE AR BLIEI A1, 10mg Bf 13.9%, 25mg £ 14.3% CTH 0, T/ GI1EHIT4EIR,
M8, RERD, Kb, REEYYESECTHo72, =37 7u P Smg, 10mg, 25mg KON
50mg 1 H 1[8] 12 #REH S, 10mg KO 25mg @ 52 BB ORI G TOREENRBEFTHL L5
z b,
GREROFEMIE, V. 5. (3) AEBRIGHERRBROES )

&) K%UOD??( LENTHE - ARIIRO LB TH D,
T PR Jv>
B, RAZIE= X7 ) 7a v e LC10mg 2 1 H 1 RIEIRRTSUIFERZRICR D& S35, 1olk,
RARTRB AL, Bl E T BER LR S 25mg 1 B 1 EICHET S Z LN TE 5,
<IEF$ OARA, e >
WH, RANZEZ 7 ) 7r Y LT Iomg % 1 H 1 BRI X ITHRZRICR OS5,



V. {ERICEAT 5 EE

@EWNE U MO EEEIB LR 10 (1245.52 3 ER)

Hi R O M pE RS IR EANC X 2R Tl = o b o — VR4 72 2 AUBE R B &
WL LT, =7 7aYy (1omg XiE25mg % 1 H 1 [E#Y) % 52 #
MO G Lz & & ORMZ 2R OA L BT 5,
RBRTA > | B, —HER, 7% b, WATHERER,
AR =y LT FIGEARECIIIEE R D A MRV R GREARE
PO 2 A RIS R
BERFIE 1351 B, AHAFEIER 1160 51
- R
E VR S
s B e e | o | mee
JiE 1%k
T 7 Y 7ua Y 10mg B 136 136 136
A= L
TR ) Tr P 25mg B 137 137 137
7l
A RV R 63 63 63
T A FR | TR ) 7 a Y 10mg B 68 68 68
FEA TR T Y T 25mg B 65 65 65
FFIY LR | T T r Py 10mg #E 137 137 137
FEH TR Y 7Y 25mg B 136 136 136
a-Tna K — | T T ) 7a vy 10mg B 69 69 69
B REEA TR Y 7a Y 25mg B 70 70 70
T RF ) 7 ey 10mg B 68 68 68
DPP-4 BH5E#
TR F ) TP 25mg B 71 71 71
B, 2y | T8 Y 7 r Y 10mg B 70 70 70
oM TR T Y TV 25mg BE 70 70 70
FRRPEUE | - 2 AUIGE IR B
(BEKY - $8) | - BFRE R ONEENRIE 2 FEha R O LU T Of% O mpERE T3 1 i L 1R %
ZUFTWHERE : AAKR= AT LTH, ©7T7 A RRIEH|, F77I 200
FIEA, a-7Navd—VHEA, DPP-4 [LEHKL A 2 U 5y
WMIEER
- HbAlc (NGSP i) 7.0~10.0%
+ 20 kLA B
+ BMI 45.0kg/m? LL T




V. GRS 55EE

F 7 bRop L UE
(ER - Hoke)

S V= R N A AN (1N R SR Ry s e

c A AV L GLP-1 7 u Z a8, KOV L Eof A i
PR FIECIBR S LW D B

- BMEEERERE, MMAEH SO T MMM I EOBERE 2 AT 5 B

- RS RERE O A2 3 B

CANKR=AV T LT A, FT UV REA a-F v a s Z—EHEA], DPP-4
PEEA S OV A o R U L oy WMIEHE R FEREVRIRRE © eGFR 2%
30mL/min/1.73m? A O 5 B B R RE R 5 SO N

BT A RREAIILERERE ¢ eGFR A% 60mL/min/1.73m> Al 0> o 4 R
G S N e

- AESREAVEF AT ST BRI S 4 5 | & 2 T OTHILE Pl &2 - B

- FLIARRR I LIS ORISR U, U OIRE 2% T - B

- MEHERE AT 588, &

5 Jik

77 REAMO 2 BEBICIET 78 ARE 1B LR, KEHITROEE L, 16
BHNCIL, =2 X7 7a Y URECITIERREE A 1 B 1A, KEHITRATDUTE
BICROEE L, BERRENIIE 24 FEE & 725 X912, & BIZIEE RIS
5Lz, A MRV BT, 1BBREA 1 H 2~3 8], KEILIZEATIIE
gz OG5 L, BRMBHEIZ 1 H 500mg & LG5 12 8 £ CloHRss (1 H
1000mg LA b)) ICEGESE S Z & & L, BEEaiamith, HiE - &
EETETICRET 2 2 & & Uiz, TRBRIKE G-I 52 R & Lz,

FEME ey RiEASM 13RS

AbRILE* (n=63)
HANMOHRSHRM

(1038 TS5t RBAM . I/ 28Y 0" 10mg (n=136) l

I35 7av " 25mg (n=137)
TZD HMANR OISR M I/341)209210mg (n=137) 1
(18:8F) I/3%1)70aP225mg (n=136)
HANROEF SR I/8571)782210mg (n=68)
(10:8F8) B J

I/8%51)20P25mg (n=65)

HANA DS/ S T/351)20210mg (n=68)
(10:8) TekEAn mit T 351)o05525mg (n=71) |

i AN AT D 5 1R S T2/841)205210mg (n=69)
a-Gl (10:8R) il | T sy |

GLN HANA DS HARM I/8%51)2a2210mg (n=70)
(1087) .—_l

u

i

BG

DPP-4

I\51)2a2225mg (n=70)

SRR 52;8R

B H

ARMERHMIEE e L

2R I H

CHERERG, BRA NV NHEZBERHE Lo DmEA X b, FRCERT
NEFEFS (FRIEFHEE CER L-EELAEFESR [(BHEIET LAWY
JFREE ], RmpE S, IREEGE, MERREYE, RRERDE), BRmA, N
A ZNYA

R A

HE R RIRAIAE YL B
Be5- 52 1% @ HbAlc (NGSPE) DOX—ZX T A4 b OEE




V. {ERICEAT 5 EE

it BEFF ORI IMAER T CThH A ALKV LT A, E7 T A RBEK, F7
(F20E) V) VL REA, DPP-4 REH], o-2 L3 X —PRHEAISUTEESR A R
U U WMEEARNC X BIBEICHE b b T M= b — A+ 7 e HARAN
2 FURERRIR R I, A 10mg S 25mg Z 1 H 1 [[] 52 @R OF RS 0 #5- L=
L EXDOREMROEIEZ TN Lz, WTNORED HbAlc IZBWTE, Z0
R 52 BT > TERE L T iz, ZTOMOTER (ZEiERR0EE, (K,
IHEIIME) b RIERICZ DR FIE 52 BRI 7= - TR L T,
HbAlc (NGSP f#) ZefEREMRE | IREE | URESTLE
(%) (mg/dL) (kg) (mmHg)
I e I e B I P
I ol R ATk ;6@ P NY
NV {PR=R =N =
OEbE | L& AL L&
10meg 7.99 093 63566 | 2 | 646 (0.98
ANk = | (n=136) ' 005 | 7 (1.66) (020) | 0.58)
At 25mg 8.06 096 s05001.66) | 2 | 743 097
(n=137) ' 005 | (1.66) 020) | 097)
10me 7.68 081 easarsy | Y | 605033
s 74| (a=68) ' ©006) | ORI g 4y | 00503
KA 25mg 7.51 098 sy | M | 623036
(n=65) ' 006) | (1.82) 045) | (1.36)
10mg 7.85 090 ) isaan| 29 | 49070093
F7rVU Y| (1=137) ' 005 | (141) 026) | (093)
o ARE 25mg 7.95 096 er6any| 277 | 614093
(n=136) ' 005 | (1.41) 026) | (093)
10mg 7.78 100 s se) | 2 | 528 132
DPP-4 [l | (n=68) ' 006 | (186) 026) | (132)
7l 25mg 7.82 08 osasy | M| asaa0
(n=71) ' 0.06) | (1.82) 026) | (1.29)
a-F A3 (iozn;%) 7.78 '8'567 -24.03 (1.84) '3'38: 572 (1.32)
ALl ey (677) (3.39)
0 Ing -U. _ =-3. B
#l (=70) 7.56 006 | BTOAEN| ] -6210131)
L B g (10:";%) 8.01 '8'388 -31.00 (2.21) '(?'3613 -5.96 (1.36)
* U U 25 (698) (3.08)
- mg -0. i -3. i
Scval (n=70) 7.98 0.08) 33.05 (2.21) 031) 5.21 (1.36)
n: 7 X MESNTIERIE
NR=R T A OB R FREEHE (LR (SE)
(ANCOVA : LOCF)




V. IBICET 2 E

RES
(& 4=tk)

BITERFRBLEIS (A= LT A& R & 2 B)

TR TY)Tav

TR TYTav

A MBI R

10mg #% 25mg #f
A 136 137 63
FEBEE (%) 14.0 18.2 20.6

BITEAE, 10mg BECIRMAEGE [o 6], #EMR [3 610, BEbtsk [261], 0¥ [2
B, JRESES:, iREe, B, i, (ER, REERUUE, ®RSUR, 2T
O FEIE, PRESEM, EE, ROUERENS 16, 25mg B CIRMEE [10
B, sEbR (5611, fER (3410, EMedk [2 6], Z2iE (2 6], BEAEMRMEHI R
PR, PRERREGY, REE, SRS, (RilE, JREE, BEIE, M U v L,
KO 34%5 16 ThoTe,

A NV CREORWERNIRMAELE [6 611, T [3 6], #REk, FTFHERESRT,
mit, BERIRVERIE, M ORMIVEERIED S 1 6]) Tho7z,

BIWEMZEIEI G (€77 A FRIER 2 ARG L 4 5 8#H)

TR ) 7 a Y 10mg B

TR 7Y 25mg BE

BE

68

65

FEHEIE (%)

19.1

13.8

BIVERIE, 10mg #EC 13 61 (19.1%, {KIE, KEHR, #HR, EOOBERIE
215, BERESS, RIGERYL, SRR oY ANE, (RUEEE, @IsIE, [H,

PR R G 2%, 2R, M OMMTAR T34 1 61)), 25mg #C 9 1 (13.8%, {Kifn
BERE DS 3 431, S E VU ANE, @ARIME, BRI R, BB, RESER,

PEPRIN B, M OVBIROIR RN 1B (IZRH LT,

BIERBIEIS (F7 VY P REEH 4 R L 9 2 85)

TR 7 Y 7 a Y 10mg B

TR Y T7a Y 25mg B

BHE

137

136

FHEE (%)

14.6

14.0

BIWERIL, 10mg #T 20 # (14.6%, SR 10 1], KEBRD 2 B, FhaE
fEd oo, B, @IRMIAE, BAGE0R, (RIMFEHE, RAPED £V, KR
U, PRRLE, ARERRRORE, LomIRge, RANEIIRPAZEMRE, MW, KB Y —
7, AERL, EEE, AV, KPVERFREE, SRR, FHEEPAE,
BIMEHEIE, FHMET RV IE, 2R, KBIE, K OMEBMBGENE 1 61), 25mg
BT 196 (14.0%, WAEMIEDS 3 6, JREQECGY, BUR, RKEBR, 2R, Xk
OMREERD 3 2 B, ARIHEE, (RO E, FiE, AWNEE, B2 5 FEE,
WIPE, KONEMRE 1 6)) [258BL LT,
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BITEMZESEI S (DPP-4 FLE A2 LRI & 4 % 85)

T RT7 Y 7Y 10mg B

TR Y T7ma Y 25mg B

BB

68

71

FEEIG (%)

13.2

254

BITERIE,

ES ANE, BVROIHEZE, RRHIBIR,

10mg #ECT 9 51 (13.2%, HERM 341, {HFREAS 2 I, FEptse, R~V
EIE O PRI, ZEHE, BRONDVBA |

Bil), 25mg #ET 18 5] (25.4%, MEIRAY 7 B, AR HBEAE K OV TSR 23 4 3 441,

fEt2%,

A1) ITHEBL LT,

FEED E W, RISV, ERE, MEESRAN, TR K OR BN

BIEZEHE S (a-7 2o Z—PIHER Z SRR & 3 5 BH)

T R7 Y T7a Y 10mg B

T R7 Y Ta Y 25mg BE

BB

69

70

FEHEE (%)

10.1

7.1

RITEAIE, 10mg BET 761 (10.19%, HURDS 2 61, Wbk, SMaitkEn o2
AE, REEPEEE, DUBoRE, ROREHMAE 16]), 25mg BT 56 (7.1%,
BAPRAN 2 B, SMREESRED > O FE, (8RS, T, MROBREHIMDA 16 125

BT,

BITEZEIEIS R A > 2V o UMie e & Jpfin i & 9% /8 5)

T RT7 Y 7Y 10mg B

TR Y T7ma Y 25mg B

BB

70

70

FEEEIS (%)

12.9

12.9

RITERIZ, 10mg BET OB (12.9%, AR OVZENE4 3 41, R8s 2 4, 4
FEGEIEMEE R, JREGIEG,, FEMED Ev, R, @R, BHERE, REMA,
BEER, MOYRBHEINNE 1), 25mg BT 9B (12.9%, HEKA S B, {Kif
PEREDS 3 4, MNP O BIEN A 1 61]) (T LT,

e
(&)

M= b — L R+53 7 HARN 2 BUBE IR EE RIS, =7 ) 7m
> 10mg M TN 25mg % LoDk 111 Mg RS T3 & S2 M OF G- LT & & OB,
LZAEAMIIRATHY, BERMICEKRO S HIMEEHED 2 Fu—)L, MFE, K&
KO = A NEFBEOBAD b 2B, T ORFITES 52 % F THERF S,
A 10mg KO 25mg (1236 1) HARMBEDRIEAFBEFIGIL, ArA= 1017
FPFRARFCTZEINEN 6.6% (9/136 ) T 7.3% (10/137 1)), © 277 F A RHK
AP CZNZN 1.5% (1/68 i) KM 4.6% (B/6541), F7V U Y%
FEAOFRARFCENZEI 0.7% (1137 1) % Tr0.7% (1/136 f5il), DPP-4 FHEH
OFHRFCZENZI 0.0% (0/68 ) KTN42% (3/71 ), a-ZvavZ—El
EHIDFHRETENZI 0.0% (069 B) KTY0.0% (0/70 f511), A A
> WMEHERI O IR T2 ALE 4L 0.0% (0/70 1) &1} 4.3% (3/70 f5il) T o7z,




V. IBICET 2 E

QEFRIL A I FHRE R AR © (124531 #lBR) TGS
Hi TR T7aYy (10 OV 25mg, 1 H 1[E) OEMEREREOLZEM, 2R
P, KOV B SR 2 R4 LLigiiat 9 %,
- FAEE L LCovH 7 7F L (100mg, 1 H 1[E) KO 72RICHT
% e (SeA TRl 1245.20 #A5R)
AT Y o OFEERIE LR LT 07T v ARICKH S ik (B
1Tk 1245.19 55%)
c A RARVI BT A RV E AV =LY LT A FERERE & OF
MG L 07 7 vRITKT DR (GefTiliR 1245.23 35R)
RBRT A | B, 77 a4k, ZHER, 77 BRKOERGR, WATHER, ROk
PIES 2 FBE PR Jp R
FHLAZLB 43 1828 il
AT Z SIS | Bk
ni | B i e
Bi% . ESVE S
AN 219 219 219 130
BRI | =0 %y 7m0 10mg B 216 216 216 157
{ifﬁzi.;o%zt TRZYTaYr 25mg#E | 216 216 216 153
B k) H 7Y TF R 215 215 215 147
B 866 866 866 587
wor sy s | 27 AR 166 165 165 93
B TR 7 Y 7 a Y 10mg 165 165 165 106
(12451958 | =27 ) 7@ 20 25mg B 168 168 168 106
Bk B 499 498 498 305
7T Rt 207 207 207 138
{;ﬁgz’;i; Ty RZYT7aVr 0mgBE | 217 217 217 173
B TLRTY TP 25mgE | 214 213 213 152
B 638 637 637 463
PR 75 AR 225 225 225 145
YAV 27 Y T 10mg BE | 226 225 225 163
N LTI
A (124523 | =277 ) 7a v 25mg B 218 216 216 165
At 669 666 666 473
Fp@PULHE | - TR CEHEMREEGR T T oR G WM 2K T Uz 2 BB IRA A
(R - Hke)
FlalrA L UE | - ITRRREREE S B b D B
(BRI -HFE) | - SRR EZ AT 088
cRFLA, AERT, RO FTREMED B D B
s Tova— VELH T ELH o BE, &




V. BFRICEHT HIHE

Be 551k TATHRERTT VA MU LT2IRBRE A X 72 2 —1k (124520 RER OMkkE Tl
MU A I—1k) THER L TG Lz, 1BBREIT 1 H 18], K&z
ST EHIT, BREOB GRREMEE 24 Bl & 25 X o, mElEIEE U
N ETHZ L L, | HARIEF= 37U 71 278 10mg X 25mg,
TETYTF L 100mg Thotz, FEHEERIEOHE&ITEE/RRY £ L7232
WZ &b LT, BHIRGERER ColrBsEs 5 ML 52 M (eirli e ob
FHC 76 HM) & Lz, b, BICHRBRICH AN b7z B3 A R ke kb
OS2 BWEOIEFEMZ5E T T 5 E T, RBRICHANONZT X TOEFITHT
L5k 5 (BT 130 M),

1245.19, 1245.20, 1245.23RHBHODOER §
STREBREFICEAFRSE g
L »
B R TZDHF A BGHH BG+SU#FH é
(n=587) (n=305) (n=463) (n=473) =
1245.20:R 8% 1245.19:3 8% 1245.23 8 1245.23 8% =
)\z
(n=157) (n=106) (n=173) n=163) & |m
(n=153) (n=106) (n=152) (n=165) B
| Sita 100mg
(n=147)
I5tR 5tk T5tR T5tR
JAD : = X7y 7uaYy Sita: Y Z 7V TFF
TZD : FT7 Y VP UREA=F TV &
BG : BT A RR¥EAI=2 hFELI v
SU : A= LT A

FHFHMEE | A2 MRHmE B
cHY L (FEMIEZE M)
ZeMEFHE H
cAEFRG, BWRA N MHIEZRESNHE L OME A X b, KBrCER
TREFERG (RREMBECER LB ERS [BHEIRT
FOWFREE], RS, RIREY, MEEREYs, RRERD 25T,
RARAE, NA XA 2 RO 12 580 EX

BIKEEMIE E | - 552 % (RSB G- 28 %) @ HbAlc (NGSPfH), K, v

T A NEPALE, ZEERENE (FPG), I ONIGHEEA K OSEaER i £ D~ — 2
FTA B OEE




V. IBICET 2 E

(F2htE)

SeATaklR (124520) T, =37 U 7m Y 10mg X 25mg & /IR LT 24
WG U728, Fl— &L OHE CTIER AR (1245.31 38R) I2B1TL,
SeATRER & G CTHEE 52 M (PEENT) OG- 21T - 7o, £ OfE R, HbAlc
(NGSP f), ZEfgisips, KH, WHHMEOWTNIZIBNTS, ZORR
EFEEL TRV, &5 52 BIFTIIWTHOHBIZEWTH 7 7 B REGREL
ARFERENRBD LN,

HbAlc (NGSP1#H) (%) ZEfERFBE (mg/dL)
N N=2T7A| FTFEREDE PR R—= 25| FS5REDE
S VINBDZE | 95% 13 HE X H] S A D] 95%IEIEX M
e p i DA p fiE
7T R
(n=219)
(55 AAN 7.92 | 0.10(0.05) - 1552 | 11.8(2.0) —
=41)
10mg Bf
(n=216) -0.76 (0.08) -30.1(2.9)
(55 AAN 7.89 | -0.66(0.05) | [-0.91,-0.61] 153.5 | -182(2.0) | [-35.7,-24.5]
:43)) <0.0001 <0.0001
25mg Bf
(n=216) -0.91 (0.08) -35.7(2.9)
(55 BAA 7.86 | -0.81(0.05) | [-1.06,-0.76] | 152.8 | -23.9(2.0) | [41.3,-30.1]
=45) <0.0001 <0.0001
FE (kg) IRAFEWIME (mmHg)
NR—=Z | R=2AF (| T EBERLEDE | R—RA | R =2 F | FTBREDE
FGAV N UINHEDE|] SWEEXE |42 |4 Db 95%IEHEXM
fLik p i DI p i
7R
(n=219)
(55 AN 78.89 | -0.28 (0.24) — 130.6 0.7 (0.8) _
=41)
10mg £
(n=216) -1.63 (0.33) -4.5(1.1)
b | T893 |-191024) | [229.098] | 1329 | 38(08) | [68.23]
=43) <0.0001 <0.0001
25mg Bf
(n=216) -2.19 (0.34) -4.7(1.1)
(55 HAEA 7826 |-247(0.24) | [-2.85,-1.53] | 130.1 | -3.9(0.8) [-6.9,-2.5]
=45) <0.0001 <0.0001

n: 7 ¥ MM ST ERIER

R=ATA U NEDOEEBERONT TR EDZE

(ANCOVA : LOCF)

AT 2L R (SE)
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ZEMEIERIEOFH 22 U (JedTakiR 1245.20 205

BIWER ORBLEIGILT 7 R 10.0%, =237 Y 7a v 10mg & 14.3%,
TR YT uYy 25mg R 18.5%, YH T UTFUREISHTHY, W
DOBGRETHBIEIG N 2% 4 B2 HRIEMIL, REEY, S, HwEko
BR ChoTz, N8, HIRITZ 7Y 70 U BETORIH LT,

EERAERFLILT 7 2ARRET 10 4], 10mg #ET 16 5], 25mg #ET 12 ], K&
W B 7Y TF TR BIDEEITHBL LT, 10mg #E T 2 HINTHBL L 72 iKim
BERIEZRWNT, WIThORERERAEFZLAEGHET 1 HIOHLTORET
Hol-, EEREWERIZTZ 2 REED 1 HIToMd 7 LT F ok ARFF—
VHIM (PEE), KO 10mg #ETOF 1 I CRIL L 7= MEamdy (PR, M
MAEFRME (FE) KOEEMERBR (FEE) Thol,

Tz, HERINTRMEAEERS (Vv a—RAREN 70mg/dL LLT, Xt
FHONPEVEEL LI D) 1, 7T vREED 2 4 (0.9%), 10mg BE K& O 25mg
HoZTNEN 1A (ENTN05%), VX7 U TF RO 16 (0.5%) TH
BL, I _XTRETH-T-,

FEMEERIE A 7Y 2 PP HIEE (efTEER 1245.19 3ER)

RITEH ORBRENEIL T 7 B AREE 23.0%, =27 ) 712 10mg #f 17.6%,
TR Y 7a Y 25mght19.6% TH YD, WO GEECRIVEIS 2%
R HRIERIE, PRIGEEGY, SEEGEMER, & &k MK EBD Th -
77

HELHERGIT 7B REET 10 6, 10mg #£T 9, KO 25mg #ED 10 f
DRBEFICREE LT, WTNOREERAEFLLEEGH T 1 HOHLTOHRE
Thote, BERBIEMZ, 77 EFRHO 4 TCORMEREBER (FE), O
i GECH), i (EE) KOE% (EE), KO 10mg ##0 2 il Tco 7T
A—ERGR (PEE) ROURBEHBULE (RE) Thoi,

FEEEIRIEEE A M ARV P EE fTERER 1245.23 FAER)

RITEH ORBRENEIL T 7 B AREE 17.5%, =237 ) 712 10mg #f 22.6%,
T RT Y Tr Y 25mghE164% TH Y, WTNOFGRECTRIEIG 2%
A DREIWERNE, IRESEGY, @ ifhE  OMRIEHE Th - 72,

HRLAEFRIIT 7 ERBET 164, 10mg BT 156], KD 25mg #D 10
FIOBEIZHB LI, WTNOEERAGEESD 25Smg B TOHBER (2 fi)
OB EBRE QF)) ks, FEGHTIHOLTORETH T, EE
REVWERIE, 77 BABEO 2 HICoOMBUE (PEHE) KODAEZE (5E),
10mg FED 2 B COPRBEPERILIE () R OEEINRE S (SE), KO 25mg
O 1HITCOART > F—v 2 (FE), BRMEEE (§E) KOSMHERR
2 (JE) Thol,
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IR A AL I v E AR AT LT KOG ES (GeiTiBR 1245.23

AR

BIER ORBIEEGI1LT 7 B AREE 20.9%, =237 ) 71 10mg #f 30.8%,
TR TY T Y 25mghE253% TH Y, DTN OFGRECTRIEIG 2%
AR TCRIWERNE, PRESRG,, ARMEAE K 0% Il Td - 72,

RN AEFRITT 7R T 2340, 10mg #T 19 4], KD 25mg #£T 16
BIOBFIZHBL LTz, 10mg FET 2 FHTRBL L 72 RAEEIIREAZEME B N
K, KON 25mg #E T 2 BICHEL L 2 EMEREEZ RV T, WIhoEERA
EFERLKBELGHTIHOATORE CTho7, EEREWEMRIZX, 78R
FED 2 FNTHBL U 7o RGEGE (B « REGMERUIE (S E) KOt 2 v
F=r bR (PEE), KO 10mg B 1 NSRRI HR (T%E) Tho
77

S
(L&)

BEPRIFTAIREIC X DR A Z T TR 2 USRS B, UL AR (v
F7V RS, ARFENIL, A RKRALIEZLER= LT LT HIOA)
\Z X DIBIEAZ T TWD 2 RBERGEE 1T L, =37 71 10mg
XX 25mg 1 H 1[BBG, BROICERO® 5 fpEEO 2 ba—b, (K&
FOMEDOSEL R L, OSEETRYG 52 Mk E TR Sz, =237
7Y 10mg X% 25mg 1 H 1 [F#G1E, EMEREKIC L 2REEZZ T Tn
BROWBETTITBRENH T ) FF UL R TCEETEREL B TH
D, Fio, EEEEEEEZZIT COVDIREEICBWNTHL T TR L TLEE
THEMELRIF CTh-oTo, MERSINIKMEAERESR (Vv a—RREN
70mg/dL LLF, XIIthE o2 SEE Lzt o) 2R LI-ZREOE ST
KL, =7 ) 7u P BERIL, T8RRI T TFUoRER L
RIFLEE T o 7o, AN A FRL I & 2R =L 7 LT HI OO R
HFTIE, MERINTRMEAESES (Vv a—AREN 70mg/dL LT, XX
fF DN ENE L L b D) ORBEIGIZT 7 2RIC TN
Tu YU ECE o T, BRI, RGBS ORBEIGL, K5
M CRRECTH -1z, 2 W“%L$%®%ﬁ% X, =Ry ey
BHRENT 7RI 2 7 ) TF B ERIZHARTEN S 120, BEOR
FREXFT LA LR, TRV LTS Z L, WP L IERER
IRIRERIE T LT,




V.

BB 5 IHH

@I Y A7 DE 2 BUEE SRR B E At G & U7 [EER LR S I AEEAER 19 (1245.25 35k,
EMPA-REG OUTCOME #5#)

1 DI Y A7 OE 2 BIBERIFIEE 255 & LT, EEAFELLE A XY Fol
GRHlE E (3-point MACE : /L& 5E, FEBSEMERNAET, T IEESEME L7 151 5E)
BIREEIZ, TR RICHT L= 7a o2 A& (10mg KT 25mg)
MAaDIIEBYE GELME~—T 0 13) 2T 5,
RERTHA | B, EHELR, —EER, 7o a0k, 7T ERRME, A bR,
A TRE R i
PO DML Y A7 D 2 OB FRIE A
BEREIEL 11531 B, 7 > & MMEEIR T 7020 5
T/ RANE | - 18 L E (HARTIT 20 L E, 4> RTIE 18 bl k65 LLT)
(TR - Pk | - 2 BUBEIRIG & W S L iz /B
B L ONEBIRIE A T L TR Y, ARG UIRERFIARIE (AT
VA7) B EERL) ICKDIREEZIT TV D ERA,
< BERIIRIREIC L DIRIR 2T TV DB - 7.0%<HbA1c<10.0%, JEHIFH
50O HBEE : 7.0%<HbA1c<9.0%
- (REEFEEL (BMD) 7% 45kg/m? DL T
- PRSI, FERICRTERE 1 HAL LICERY T2 0ME ) 27 D5
WEBE
> LIEIEOREE (REDUSEO 2 » A L §iD)
> FEEEIRO 2 KL R TEESEEINRINZE OFT MR ST D (AT
HEoFEIIRbRwn),
> —HOEEIARR A OFT AR STV D,
> REREMED Rt ORIENFRERSD 2 » A L VETT, RIZERLE
L T — BB R ZE OFT R STV 5,
> RPN A R SO i 2R R O BEAE (RIEBUERT 2 » H &V A
> JEEME ST IEE I O KR BRI B O 7 AE
FRBRAESE | - 2y e — L RR RSN A AT D RE
(BEK - $hoky) | - HERDRERIRIEH & (eGFR) 2% 30mL/min A D BF#H
« 5 ELINIZ FLE MBS DL D3 AT R L7 I N A DR 2 5% 1 72
*
-+ 2 o AUWIZ SRR B RIE AR, AMAsH X MR R 1E 2 R 8L L 7o AR
*
G- J7 1k AT 1 1 ORRTT IR, =37 720 10mg XT3 7
2 25mg 1 H 1 EIOWTNNTT o F MEEIFIT S, BEERRE (BRI,
T, EKONE a3 VAT a— VIEICRHT AIpEE &) ~0O Efd & LT
517,
A BRI TA R NFERTH Y, FEFHHEE O X2 MISEs L E 691 R
THETHRET LB TH ST,




V. pICEAT 53 H

12 weeks of stable background «f 4 P> Background therapy adjustment
therapy after randomization . allowed after Week 12

1245.25 Empaglifiozin 10 mg qd + SoCt
S M
Screening

4-Weeks
Follow up

Run-in I Empaglifiozin 25 mg qd + SoCt I
Placebo qd + SoC!

Estimated duration up to 420 weeks
Actual duration 242 weeks

qd : 1 H 1[8], SoC : Standard of care

T ERHIE A

FEFAHEE -
TR TESTEER  (3-point MACE) DWW MNIEENT 5 LHESHT-
A X s OYIEIFEELE T O HIH

— LS (BEENERG2E v & OB M O 2E 2 5 Tp)

— JEESENE AR IE (I e D A A ZE % R <)

— FEEIONE N 2R
RIVGHETE E | B2 I E
(k) PLFICRTHEEFEER  (4-point MACE) OWFHNIEYST D LHE S

AR OYIEIFEELE T O HIH
— OB (BN A R OBSEME DA ZE 2 3 T )
— IEBEEME LA FEZE  (SE MR O FEZE 2 FR <)
— IEBBENERN A
— R EPOEIZ L D AL

ZOMORNIRFHAGEE (B
- FREOWT A TER I 5 BIE D BAL T HT IR
—PAMET L7 2 R (UACR>300 mg/g) DHETHIFEIL
—M{E7 VT F= AR 25, P oHERCRERAIEEE (eGFR, MDRD Rz
<) =45mL/min/1.73m?
— Frfoery B AR E O BR AR
— BRI K B

ES
(F2E)

TR B ILHE S0 S, FEBOEME DI, UIFEBBEERNZE T
(3-point MACE) DWF U DOHIRIFEE £ TOWIRITH Y, 7772 BlOBHEIZA
ARy MPEBL LT, TOWNERIX 10mg & 25mg ODABEEHA Lo X7 ) 7y
UREEHET 490 5] (10.5%), 77 BARFET 28241 (12.1%) T -7z, Cox [Hl)F

WAL T TR T Do R ) 7 a P U REREO Y — RIiT 0.86
(95.02%1ZHEIX[H : 0.74~0.99) THY, =2 TV 7ul a0 7 I
R 2 IELPE (95.02%EFIX R D _LERAS 1.3 Ali) KO (95.02%18

XM O ER2Y 1.0 K) AR Sz,




V.

BB HIHHE

(B ZhPE)

3-point MACE DA X s OJEPEBLE TOHIR (TS)
RNV a= 2
AR (10, 25mg)
4687
490 (10.5) [37.4]
0.86 (0.74, 0.99)
<0.0001

7T R

2EFL (TS), N (100%) 2333
3-point MACE, N (%) [F&HI=/1000 A - 4] | 282 (12.1) [43.9]
AP— R (95.02%(ZHEX ) P -

p i, ~F— FE>1.3 (rfsE) -
p i, ~F— FE>1.0 O flkE) -

Cox [H])
V) HPREENTIC LV > Lz =0.0249 (25 <,

0.0191

T, =T a0 ERE (10mg #E &N 25mg #) BlOFHEEFEALTE H
DYRFBIFHT OFER, A X FNOFBLEIG X /X7 Y 712 10mg #ET 243
B (104%), =237 U 71y 25mg T 247 # (10.5%) TH -7z, Cox [
JFICHEED L T v RRHIRT 2 — FElE, =270 7r Yy 10mg #T
0.85(95.02%fZMEIX[#:0.72~1.01), =37 U 71 2> 25mg #£ T 0.86 (95.02%
EHEXE £ 0.73~1.02) THY, =27 ) 7a VU AHOMKEL —H L TR
v, AEEMICERO S DE NIRRT,

3-point MACE D1 X kD)8 £ COHE (TS)

TR T ) Tavyr
10mg #f

zRT)TaT
25mg

AHBEH (TS), N (100%)

2345

2342

3-point MACE, N (%) [F&Ei3/1000 A - 4]

243 (10.4) [37.1]

247 (10.5) [37.7]

A= R (95.02% 5 HEX ) @

0.85(0.72, 1.01)

0.86 (0.73, 1.02)

p fEi, ~¥— FH>1.0 (HHEE) 0.0668 0.0865
Cox [E])&F
) AT E VB Lz 0=0.0249 1I2F5<,
DILEFEDO WA ER £ TOHM D Cox Al
9 Empag:_I‘iRﬂ%ﬁi;r;w ma r (z.o;:;ergo PY)
8 (95% CI 0.50, 0.85) (95% C10.45,0.77)
p=0.0016 p=0.0001
7 4
6 - Empaglifiozin 10 mg

(1.30 per 100 PY)

Empagliflozin 25 mg
- (1.18 per 100 PY)

Patients with Event (%)
Y [3,]
1 1

0 I I I 1 1 1 1 1
0 6 12 18 24 30 36 42 48
Months
No. of patients
Empaglifiozin 10 mg 2345 2327 2305 2274 2055 1542 1303 847 201
Empaglifiozin 25 mg 2342 2324 2303 2282 2073 1537 1314 875 213
Placebo 2333 2303 2280 2243 2012 1503 1281 825 177




V. IBICET 2 E

UHES
(B 2hE)

BEERREHMETE B L, HE SN OMESE, FEBSEIELREIE, JEBSEMENZE
i, XAIARZEPOIEIZ K D ABE (4-point MACE) DWW I DOHEIFEELE TD
HIETHY, 392 FIOBEIA N MBIRBELZ, ZOWNRIZZ 7Y 70
DURARET 599 61 (12.8%), T EAREET3336] (143%) TH-o7-, Cox [H]
IFIZEDSL T TR T Do R 7 U UREREO N — REIE 0.89
(95.02% 15 HEIX[H : 0.78~1.01) TH Y, FEEREIRIGIE B (2 >WCIELME
(95.02%1ZFEX [ D _EBRAS 1.3 K4i) 2SR ST,

4-point MACE DA X b OF)[EFEBLE TOHIH (TS)

AV A R = BN

AR (10, 25mg)

2BEH (TS), N (100%) 2333 4687

4-point MACE, N (%) [Z&BI3/1000 A - 4] | 333 (14.3) [52.5] 599 (12.8) [46.4]

AP— R (95.02%(ZHEX ) P 0.89 (0.78, 1.01)

MNP RE>1.3 128 5 p fE G IERE) <0.0001
AP RH>1.0 12381 5 p fE U iRE)

Cox B/

) RIS L0 I L @=0.0249 ITHSL,

7T R

0.0397

ZOMOBIRFHGER -

MEHE OFTHIRBLUTEL (BEFHMEER) J, WNCZORERERZ TH 5 11
W7 NT I UPROFFFBL BIWRFHEER) |, EZ L7 F =0 BR—R T A
D 2 4%, 7> eGFR<45mL/min/1.73m?), KU TFHEAIBCRRIEDBRLG) ©
BIEMEEBICOWT, =7 Y 7a P oA RET T IR AREEL A EITEN
VA7 BNEEINT,

BHEDOHIRFEIEL EETHMIEE) X3Z O ER £ oMM (TS)

N = =20/ ) Bl = BN NP — R
—IZ/ N
7T G amt (10,25mg) | (95% IR
2REH (TS), N (100%) 2333 4687 -
EHE DOFTHRAFEEL UL, 388 (18.8) 525 (12.7) 0.61 (0.53. 0.70
N (%) [FEH=/1000 A -« 4] [76.0] [47.8] 61(0.53,0.70)
FEMET LT I R (UACR> 330 (162 450 (11.2
300mg/g), 639' ) 45 8' ) 0.62 (0.54, 0.72)
N (%) (s A -ap] | (4] [+1.8]
MmyE 7 V7= n
R=ZFA D 2%,
60 (2.6) 70 (1.5)
®) 9] (5.5] 0.56 (0.39, 0.79)
¢GFR<45mL/min/1.73m?, - :
N (%) [FEBL=/1000 A - 4]
Rt REE OB, 14 (0.6) 13 (0.3) 0.45 (0.21.0.97
N (%) [FEBLF/1000 A - 4F] [2.1] [1.0] 45(0.21,097)
BRI K DTS 0 (0) 3(0.1) B
[0.0] [0.2]
Cox [EIFE, — : A X2 MRV DOREH




V.

BB 5 IHH

UHES
(Z4fh)

BHWER ORBEIGIL, 77 8RBT 23.5% (5492333 f5), => X7y omyyw
10mg £ T 28.4% (666/2345 ), =2 /37U 711 > 25mg BT 27.5% (643/2342
) THY, EREIWERIXKIEE (77 vRRE: 284 # [122%], =2 /37U
7u Y 10mgBE:314H1[13.4%], =237 ) 7 v ¥ 25mg BE: 286 [ 12.2%],
LURTENE), JREGEEGYE (120 B [5.1%], 119 1 [5.1%], 107 ] [4.6%]) T
ol

BELAEERORBEIGL, = X7 ) 7a P BEHTT 7R BEL0 D
TR o T (7T BARHE: 42.3% (988/2333 f4]), = /X7 ) 71 10mg
BE 1 37.4% (876/2345 %), =2 /7' 71 25mg BE 1 39.0% (913/2342 ),
VAR ENR) o ZEAGE T L A ONTZEHERAEFRIL, NLERLIE®TF1[13.7%],
82 Bl [3.5%1, 73 #1 [3.1%]) Th-olo, fuTnIns, &EGH THRUEEE
M 3.0%KRHETH -T2,

(RS
(L)

TEAEIR 252 T TV DDA U A7 D0 2 BRI R 2t & LT3 Lz
KHRERT, =7 Y 7P ALLMAESE, FEBEEHEOHEZE, XITIEBENER
REHROWT OB E TOHIR O FEEESGFTHEEH  (3-point MACE) 125
W, 77ERICHLTHREICY A7 R TS, £, AEEPFEIZL D
ABe &Nz 7= EERRIREHIE R (4-point MACE) (ZBWTC, 77 RRIZHT D
LML S NIz, ZNHRBROBAREHATRLNIERITT T Y Ty
»® 10mg & 25mg D 2 H&EFETH U A7 IR FIRIZFERE Th -7z,

TR T Y T7avrO 2 SOOREFOTNOABRUERSKICBGFTHY, AR
BRCRRO LN LT a7 7 A VX, AFID 2 TR RBEE xR L LI
HOREMETn 7 7 A e —B LT,




V. IBICET 2 E

(6) B& - HEEAIFER

O GHEAT—%#)
ERRREIEE 2 A 3 % 2 BRI 2 G & U ERR LRSS I ARRRER D (1245.36 7XER)

E MmpE= > b e — VAR5 TR ERAE N2 D (B eGFR 60~
<90mL/min/1.73m?, HZEE : eGFR 30~ < 60mL/min/1.73m?, =% : eGFR 15
~<30mL/min/1.73m?) 2 BUBERIEBE 2 KFGAT, BERIE O BRI~ DB
IR E LT X7 ) 7a vy 10mg Xid25mg 1 H 1[8]1% 52 @& 5 L7
X OHNE, BEMEROREEERTT 5,

RERT YA | B, 740k, ZEER, 77 2R, WATRER AR

PoE BERBIEL 1317 B, FAAIEIE 741 $
. " TRBRE FEEHME H
HARIR | wnppm | mrremik
B FLAAUBIER 741 451
7T v ARRE 321 319 319
TR ) 7Y 10mg B 98 98 98
T2 R7 Y 7P 25mg BE 322 321 321
TR R B REFE = B (eGFR>60~ < 90mL/min/1.73m?) FEHAIBEI S 292 41
75 R 97 95 95
TR ) 7Y 10mg B 98 98 98
T RF Y 7 u Y 25mg B 97 97 97
rpa R R RERE SR FRE (eGFR>30~ <60mL/min/1.73m2)  HLAZUBEIEL 375 il
7T R REE 187 187 187
TR ) TP 25mg #E 188 187 187
BB REREE R (eGFR>15~ <30mL/min/1.73m?) KL AFLEIEL 74 151
75 R 37 37 37
TR Z ) Ty 25mg B 37 37 37

T PULNE | - 2 ALPEIRIF, eGFR 2% 90mL/min/1.73m? Al 0 B
(ER - PeFr) | - AEE R ONEEREE, SGLT2 BLER % 4 < RIS IR X D RiTA R A
ST TV D B R Ok B
FHERIFIREROFHRIX TR LB ¢
-A ARV > 1500me/ H PA B X3 KT A & U3 ERA S CEO R RN &
A AV v T DMEEI TR 12 B LA O AR FE A E10% LN
B4 7Y & 30mg/ B LAE T EERA SCEO R &
AN =T LT A BEIRM SCEOHESEE KA EO &L
ATV —= U TR
-HbAlc (NGSP fl)) 7% 7.0%LA_E 10% A5
18 B (f v ROA 18 3% LA E, 65 LLT)
-BMI 7% 45.0kg/m* LA




V.

BB HIHHE

F e brob L UE
(R - Hke)

- ZEfERFIMAEDS 240mg/dL (13.3mmol/L) #T, =2 b —/ /L RE72RE g%
BT 5EE

- eGFR (MDRD #5 ) 7% 15mL/min/1.73m? AJili TEFE S 5 BgReREE 2
BT 5HEHF

BB A M LT D BSREREE 2 AT 5 A

+ 3 AUNICRMESEIT 2 B L LT B

BB AEZIT VDB

<3y AUNICAaMEEIEREE (FE ST EHALLE%E [NSTEMI], ST L
FARLLRFESE [STEMI], KORZERME), M2E i SE—E MM M
fE (TIA) OREEZ AT 5 EE

A ) == TEEXITT T ARG AW ALT, AST, 7V B UEAT 7
=B DOWNT NN EEEE RO 3 5 TER SN O IERELFT D
B, %

Be 551k 2 D77 B AREAMKE TRFICEEREREOREIZE SN T 7Y 7n
Trlomg B, =87 7 a Yy 25mg BEE OV T B REEOWT NI T v
X LEEIRT L, BERKERERTII3IHGHICT:1:1 T, PEER
DG EBEEEERE T 7Y 7a Py 25smg BER OV T REEC 10 1
TEIT LT,

BEREIT 1 B 1], BEREESMIEIE 24 R E 25 X9 AKTIRHTSZ &
L L7, Rk GHIRIT 52 & LT,
L 248R1 | 28E8M
R FARE ‘gEed  zEA
T35tk
eGFR (n=97)
(mL/min/1.73m?) (n=98)
BERRERE IN\7)7avr25mg
(n=97)
_€GFR TS5tk
hEEEHERE T 7a2025mg
(n=188)
TS5tR
(mL/min/1.73m?) T2/851)7a5225mg
= E AT (n=37)
5284
FHEMEEE | ARG E E

- ¥ 5. 24 1% D HbAle (NGSP ) D_R—2F A b D2 bR (8 Lt
SERERRREREE RN, R ERE RN, KOS
FRFEER)

VR B

- BEFEL, BRA X MHEZERVHE LIOomE A X2 b, FICHER
TREFGERG FREMHEECER L-AEFFREET [BHREEKT
FOWFREE], KM FS, JRESEYE, e, KRR KOs,

BRRRAE DR —RZF A b DZEA L, NA ZuA 2, 12 FELER




V. IBICET 2 E

i (A2

B 524 % D HbAle (FEFHHIEH : NGSP fE), ZEfEREipE, (A& UL
MEMEDR—=2A T A VN OELBIZFRO LB THY, =277
22 10mg 1% CKD 27— G2 OB R EEE T, = "7 orvy
25mg X CKD 27— G2, G3a L1 G3b OEFMEREEBRF BT, Wih
L7 TR AREGEE L ARG ERZENRD L (CKD A7 — G3a TORE

KON G3b TOYAEIAM 2 FR< ),

) B REEEOREIX (D5 2 1cH-5< CKD

DEFIZ LN T,

ATF—Y G2

BRI A KT 42 2013 4R

: eGFR=60mL/min/1.73m? LA_E 90mL/min/1.73m? i

AT —3 G3a : eGFR=45mL/min/1.73m?2 LA I 60mL/min/1.73m? A
A7 —3 G3b : eGFR=30mL/min/1.73m?2 LA I 45mL/min/1.73m?2 i

B HEREREE BB (eGFR 60mL/min/1.73m? BL_F 90mL/min/1.73m? A)
CKD 27— G2

HbAlc (NGSPf#) (%) ZZfE P ILKE (mg/dL)
g | TATA | TIEREDE || NATA | TTERLDE
_ UBOE | S%EEKE | _ UNBDLE | 95%IEHEX M
74 - 74 o A
{b& pfE {b& pfE
772 REE
8.09 | 0.06(0.07) - 144.78 | 5.67 (3.50) -
(n=95)
. -0.52 (0.10) -19.56 (4.91)
10mg
(0=98) 8.02 | -0.46(0.07) | [-0.72,-0.32] 145.96 |-13.88 (3.44) | [-29.23,-9.88]
<0.0001 <0.0001
. -0.68 (0.10) -23.75 (4.94)
25mg Bf
(0=97) 7.96 | -0.63(0.07) | [-0.88,-0.49] 148.44 |-18.08 (3.47)| [-33.48,-14.03]
<0.0001 <0.0001
K& (kg) UHER M (mmHg)
e NR=2T7A | FT7EREDE PR N—=27A TRRETE
_ UINBDZE | 9SWEEXE | _ VINBDE | 95%[EHEXH
A4 o " AV o "
{b&: p fil b p fiE
75w REE
86.00 | -0.33 (0.24) - 134.69 | 0.65(1.19) -
(n=95)
. -1.43 (0.34) -3.57 (1.67)
10mg #
(0=98) 92.05 | -1.76 (0.23) | [-2.09,-0.77] 137.37 | 292 (1.17) | [-6.86,-0.29]
<0.0001 =0.0333
, -2.00 (0.33) -5.12 (1.67)
25mg B
(n=97) 88.06 | -2.33(0.23) | [-2.66,-1.34] 133.68 | -4.47(1.18) | [-8.41,-1.82]
<0.0001 =0.0024

n: 72X MMEENTEREK
NR=ZATA U DEOELER NT TR EDZE
(ANCOVA : LOCF)

TSRk & (SE)




V.

BB 5 IHH

i (A2

FRas EE B RE RS E R (eGFR 45mL/min/1.73m2 LA _E 60mL/min/1.73m? &) -
CKD 27— G3a

HbAlc (NGSPfE) (%) ZEfEREIAE  (mg/dL)
R R—=ATA | 7TEREDE PR R—=2ATA | 7THREDZE
S UIBDE | 95%[EHE X ] 54y UINHDOE | 95%IEHEX M
b pfE b= pfE
WA iy
8.08 | -0.08 (0.07) — 154.10 | 6.68 (3.76)
(n=89)
\ -0.46 (0.10) -21.39 (5.34)
25mg B
(=91) 8.12 | -0.54(0.07) | [-0.66,-0.27] 14456 |-14.71 (3.74) | [-31.94,-10.84]
<0.0001 <0.0001
RE (kg) ILAESfE (mmHg)
g | STAIA | TIRREDE || SmRATAL | TR O
S4y UNBDZE | 95%(FHE X Squ UNBDZE | 95%(FHE X
L& pfE {b& p fE
7T v R
83.20 | -0.25(0.27) — 137.29 | 0.37 (1.34)
(n=89)
. -0.74 (0.39) -6.07 (1.89)
25mg B
(n=91) 84.90 | -0.98 (0.27) [-1.50, 0.03] 135.04 | -5.69 (1.32) | [-9.79, -2.34]
=0.0586 =0.0016

LOCF)

n: 7 X MESNTIERIE
NR=RATA UL DOBALBER T TR EDZE  JHEEEHELE (SE)
(ANCOVA :

rhs RS RERE EE R (eGFR30mL/min/1.73m? LA I+ 45mL/min/1.73m? Ai)
CKD 27— G3b

HbAlc (NGSP 1) (%) ZENGREE  (mg/dL)
R NR=2T7A | 7T7BFR LD R NR—=2T7 A | TR EDE
S DA | 95%IEHE X Sov CINHOE | 95S%IEEXHE
b pfE k& p i
7T v R
8.01 0.17 (0.07) 134.41 | 13.68 (4.16)
(n=98)
\ -0.39 (0.10) -18.15 (5.95)
25mg B
(n=96) 7.95 | -0.21(0.07) [-0.58, -0.19] 141.06 | -4.46 (4.22) | [-29.89,-6.41]
=0.0001 =0.0026
HE (kg) UNAER M (mmHg)
R NR=2T7A | 7T7vFR LD R R—=2T A | FT7BHREDE
S DA | 95% IS HEIX Sov CIRHOE | 95S%IEEXH
b pfE {b& p i
7T v R
81.84 | 0.11(0.24) 135.56 | 0.49(1.32) -
(n=98)
. -1.12 (0.34) -2.72 (1.88)
25mg B
(n=96) 81.63 | -1.02 (0.24) [-1.79, -0.46] 138.17 | -2.23(1.33) [-6.43,0.99]
=0.0011 =0.1495

n: 72X MMEENTERK
NR=RAT A UIPLDOEALER NS TEREDZE
(ANCOVA : LOCF)

TSRk & (SE)




V. IBICET 2 E

i (e ath)

BehH 52 B CORWERIX, 77 B REED 8741 (27.3%) , 10mg #3751 (37.0%)
Je O 25mg BED 101 6] (31.5%) IZHBL LTz, 2D 9L, WTFhORE THEL
TG DY 5% 28 2 T BIWERIE, ARIEEIE (777 £ AHE  14.4%), 10mg #f:16.0%,
25mg B 1 15.9%, DATRE) K OUREEEG: (5.6%, 5.0%, 4.7%) Th ol

EEDAFEFGILT 72RO 44 4] (13.8%), 10mg #HED 6 # (6.1%) KW}
25mg FED 40 Bl (12.5%) 1B LTe, 77 BARBEC2 HINCHBLL-EELH
EHEGT, R, RIRERD, SO, RLEERE, LM,
MEERIE ML, e, PRORIAEE, AAHE, BEg, R, KR OMREIT, 3 BlCH
BLIEAEFGIIOARE, 2MELAE, KO Cho7Tz, 778 REOE
BRAEFRZO O D S MRS EMIC X - TR L WEBERRH D &
Il 7z, 10mg BEC 2 FILL BICRE L - EER A FFRITRL, BIEH L
HIESNTZH DB e hoTz, 25mg BET 2 BICHEL L7 HE oA EHR TR
&, EIEE, ROMMMERIET, 3HNTHBL L HRITIRIEEYL, (KmFE,
F VBB AR R TH o 7o, TR ERIC K > TRIEH & sz b ik s
HThot,

&5 52 MO EERATFFRIL, BEBREESEE I 7 R O
11.6%, =2 /7Y 7aY 10mg #ED 6.1%, =2 /X7 Y 712 25mg #ED
T2%\ B LT, PR MEREREE B TIXT 7 B REED 123% K R X
7Y 7uy25mgED 11.8% T, & EEHREREE BE 1L 7 8 R D 27.0%
LT 37 ) 7a vy 25mg BED 29.7% CTHA S iz,

Fio, BHREEEORE|ZS U T, AHIEECIREEYRE F 5 L OB REE O
FEHLEIG DML CTOAHEA RO 5TV 5,

iR (E &)

R MREE E R E 2R L Lo 37 ) 7Y 1 H 1A 10mg X1 25mg
5, RO EEEHRREERE LG E Loy X7 ) 7e P 1 H 1 E
25mg F 5%, #4524 WRICT T R &R THREEICA E THRIKEICE
RO H 5 HbAle DIKTFZ/R L, TOMRTIE#ES 52 %k & THERFS Lz, £
7o, T2 RT Y T a U ZE R A B G B LR T &, R
BN EBRD & D IR E K O E OB Z /R Lz, BRI X7 ) 7a vy
DAEVETBRAFT, BEXIITEEBEHRERELRE COoLeET a7 7 AL
X7 7R EFEBECTH -T2, REBEGEITT R COELGRECTREEDRBLTH
O, MR T T TR R T R ) 7 a VU TTRRE SN E -
Too T RT Y Tu YU 52 R OBKIE T A —2OETNEL, 3
W OBBEW TR Th o7z, RIBROKE NS, =7 ) 7avs
VR T A R R RE PR R IC B W) T HbA e 2K T &, AIIC AR
YN BRIFCTH T,




V. {BEICEEd 5 HE

@B AN 2 BURERIGBE 2 x5 & UT- BHREmR B 1220 (1245.53 3A5R)
BESREIER b L IXBEHRERE A9 25 AN 2 AUEIRFHEFE T, BEROK Tttty
R7YTu P OBBENEML, =287 ) 7a Yy ROV a— 2D RPN D L
Too TURZ VTRV RRE, PEE, ROEEBRERETERICRS L2 L&D AUC.IE
IERBRRREE L LT, 29, 4 RO52%IM L7, EWERROMERIHIL, BHRERE O
bOHBFEIH LT RTY) 7Y ONEREITSERNEZZ b, EFEEEROR
DR DEHEREL AT 2 AR 2 BERFEFEICH LT, =7 ) 7y 25mg DH
[E 3¢ 51322 PRI R A2 v o 72,

~
«
~

S -
o 100
& m 80 75.0
I\ N 7
Em 62.6
K 4 60
%% 40
SE 0
S B ]
W e
0] 0-
=) E## (n=8) BEH (n=6) hEEH# (n=8) SEH# (n=7)
BHEEEEDRRER
A—R51>DFH{E (SE) (g)
2.79 (2.11) [ 4.77 (3.02) [ 1.59 (0.77) | 0.95 (0.57)

UGE: FRep 4 )La—R HEittt &
* R—2SAVDRFY )L a—R it & THE

18) Sarashina A. et al. : Clin Thr. 2014 ; 36(11) : 1606-15. % v {E[X]
TR Y Ta Yy 25mg B LR R 7 v o — A PR (UGE)
) AHIOERSHZAE - ARIEIKRO LB TH 5,

<[BMEOARA, 1B >
WH, RACIE= R ) 7a Y LT 1omg 2 1 B 1 BT TP a%IcRk 0515,

@ GMEAT—%) BABESRE 2 5L U B ERE 1 (124512 35R)
BUER OO IEF BHERE 2 BBSIRANER, BE, PHE, SEBEEREELAT 2 2 R
A, MOANTENZET 2B AR IRBE AR 2EE (18~757%, 404) ([c= 7Y 7
7YY 50mg HLUEIRE A G L REO 3R EhRE, K775, R OVZ PRI B EORE N KIET
R IFER, WATHEM BRI THRET L7,
PRA T 2 — 2 Pt Bl B RERR FE ORE R SWIZ ED o T, IEREBHERREERE O,
% 24 K[l £ TORP 7 a— 2R (N—2 T A b OYEEE) 1X97.6g THoT=D
(TKRF L, BREE, hERRE, SR OB ERERE E A, RO AR/ KB R RRERTITE T 6L,
557, 18.3, (1 08g ThHoT-, RV a—APEII 7Y 7a o087 VT 50 A
T OSRER ARS8 & & AHB L7z,



V. IBICET 2 E

AUCo.. D V-¥IMEIE, B EHEEE 2 AUBEIR BB & i U C, R, TRERRE, BB RE RS &
OB AR/ KB AR EEE T, THTI18%, 20%, 66% MK N48%IEM LT, ZIUXEHAEREE
DRRENBNEEZ T Y 70V B VT Z AR L, &O7 VT 70 AROSHARE
FMET T 22 L2k, SEMOLERHADbIMNIHEET D Z LICRNT L EE b,

ARRBROEYBREOFE R D, BHEREOREIC» b LT 7 ) 7u YoM EHf
IR LB X B, JRP 7V a— APt &I ERERE ORENEWIE E DR, JRP S
Jb 2 — A GEME ORCD D3 M 7L 20— APRFE R OV HbA L 12 -2 B 5B DV T, ARBR DT —
ZBIHWrTE RN T,

TE 7B EEAE 2 B PR FR T, B, TPARRE, mERMEREREE 2 A5 2 BB RRERE, KOA
TEN Z BT 2BEARRNIRMBER BT ERRE Lo "7 ) 712 50mg O Hila[# 51X
LRI, ARMETRGTH T,

) ERE R D HEESRERIATEEE (eGFR) >90mL/min/1.73m?
0% T R R P : eGFR 60~ < 90mL/min/1.73m?
Hh A R TR B R B : eGFR 30~ < 60mL/min/1.73m?2
15 B R M e e : eGFR 15~ <30mL/min/1.73m?

) AANOARINIHE - HEIFRO LB Th D,
<2 BUgE PR Jpi>
W, AT 7 ) 7Pl LT 10mg 2 1 B 1 BEIEE SUIEIEZICRARET 5, 228,
BRARFRBEITIE, e B LS 25mg 1 H 1 BICHEE TS Z LN TE 5,
<ML, 12 >
W, RAIIFT 7Y 7e Yl LT 1omg 2 1 B 1 RIEIRRT T E%IcR 0515,

@ (BEB) UEANT—%) BAWERE 2 x5 & U IFpaEREERER 19 (1245.13 3AER)

T8 7 Y T a Py S0mg W GRRO T 28 7)) 7w L OUREE R AFREAEREE O R A E
EEHIN L7, BB, PERE, SEFEREEEREREOT 7Y 7a YD AUC... DA
SEHHEOIE, EFEITRERERERERE & e T, A, R, SEIFEREEERE e
K 23%, 47%, KON 75%@E <, F£77, CoxlTZNEIK 4%, 23% LN 48%Em->Tz, T
MEEEDOREIIZ L RT ) 7al OB 7 VT 7 AR OEAMORIIIREREEL MITS
eipolo, IR 7V a—AHekEICIE, ER SRR R B X OV e B RS B TR & 72
EMIA LN o To, IFHEREREE B CORGE & O _EFITIEF ITFERERERE © 2 R Th
D, IFEEBEEOEREICO L LTZ ) 7a P v o fERSIIRELE O, T
REDN IE 0 7o gl W, g N VR S RERR B RS A R & L= X7 ) 71 ¥ 50mg
OHEIF G Z ML, BREFRHFTH -7,
E) AFNOAGRENHE - HEIKRO LBV TH D,

<2 AR R >

BE, AT Y 7a o LT 10mg 7 1 A 1 EFEASUIEERICR AR5 25, 728,

DRARFRGEITIE, BE+SICBE L2 5 25mg 1l B 1 ENCHET 220 TED

<[@HEORA, 18R >

BE, RACIET 7Y 7P LT 10mg &2 1 B 1 BEFIAFITHA%ICRDEET 5,



V. {ERICEAT 5 EE

® (B¥&) GMEAT—%) TR TERA (FF) ZHAW7-BE0RE K OH & pIPERER S
(1245.79 55%)

BEEE 7R B R O MR B 25t & LT, =7 ) 7a Py 25mg AR OG- Lz & & DA
FT7RATEY T L ICRETEFEOREROZEEREETOT N7 ) 71 10mg & 25mg
O A EHAIME A fE LT,

BRBICZ T 7a Yy BHERG Lo EOT N7 ) 7 a Uy ORI, ZZIEE & g
L TR L7z (AUChwlT 16% KT, Cuax (X 37%IET), =237 U 71 v O3EYEREIZ X
T2 ZObT DR BEORBORKNZERIL, MORIEKRROMEEIDDOT —HITHESN

TRHMliT 2 0ERH D EEZ Bz, =37 ) 7y 10mg O 25mg 55850 AUC).. 2 Y
Conax DT EEMED NI R £ 0 HR0RE <, BEUREFROME 11 LR 72 (£
LI 0.94 KT 091), Crax DI E D 95%FHXIEIT 1 25 ATZ03, AUCo DAEHE D 95%FHHX
M1 2&Ekhotz, LvL, Wis3T A —% OMEE ORHEERE L OZ O 95% S XL 1 (23T
InoT=Z e s, =R 7 u Y OREFEEIT 10mg KON 25mg O I IEIE ] LTI L=
EEZ BT, MR B R OV R & xR R ) 7 r P 10mg KON 25mg % ZE i
HiElfe b, KO3 ) 7m0 25mg # BIEHER G LT & 2 A, BEMEITSRICBIE CTh >
7,

) AFNOARENT-HE - HRIZIRO LB TH D,
<|§ PR A, B >
W, RAICIFETZ 7Y 7e Yl LT lomg 2 1 B 1 RIEIRRTITHE%IcR 05145,



V. IBICET 2 E

(6) JAmAIER

1)&%&%%@(—%@%&%%& BEEARERE EARELERAZT), RERTET—4
R—RFE, WERTRERDBORNE
@® ﬁﬁﬁm%ﬁ
A) EHUERICEIT 2R AR A (1)

FAEOHR)  (28ERFEEE 2GR E U, ERTEHOBEHFERE T TORME NI T 2 K70
LM R O Z R T 2,

A7 A 53

JiE 15K AT ZE [BIUEBIEL 805945

PAAMIMS | FRAMIR - 20154F6 H ~20204F 11 H, B2 : 1561

FBIREE | Kt BIER, EERAFEERORIURN
BEME HOALcDR—=Z T A b DEbE (R TRS — NX—=ZXTA)

ZEWIRFIMBED R—A T A DO R TR — N—=ZXT7 1) {ih
T BRRE B | FHARE T £ CIT8I450IAVEER S 4L, 8059BI DFRA ML 47z,

8059% D H &, TEM SR 1 ([F#EICET 2304 & o EESER] 16]), 25

FERERANC Y v 7 0 7 o ARG W, %7 47 o 2R 261, [EREGmET

BIZV YT 4 7 ARG RLA) 16, TRIEILRESREEE ) 10061 KO [ (il

FRARNTF ) THI DG EF 11200 2 2 BNEFRIT G BRON & U T, MR e G511 37947

BT o7z, ZOFEEERITS0ELL F 23217461 (27.36%), S1ik~645% 73285441
(35.91%), 65mE~T4m% 03208441 (26.22%), 75mkLA EA383561 (10.51%) TH Y,

R F G 1E58.85%, I milnl 8% T o7,

LRVERRATRIGHER 794761 D 5 5, 1561 LL LD Bkt i34728% T o7, Fiz,
ARG CTld 7z 66, [=—2F 1 L OHbAlck ZEfERFIMMEZ L) 20161 & Y
(B 5% 0T —2 72 L) 346BI O 748861 (BRAFEIMICEBEH VD) & NIEMHT T

LIRS L Uic, A RDIEMRET S RAEGNL 745961 Td - 72,

Eree s

L2 MR SUE 1794761 0, BIVE A IZ10296111C58. 8 S, BIVER OFRBLEIA1312.95
% Tdholz, 15FILL EOBFIZRD SN-/IERIE, THIR) 6861 (0.86%), Bz
Z O FEIE ] 4461 (0.55%), [JREEIEY) 4141 (0.52%), M | 36451 (0.45%),
M) 3561 (0.44%), THisK) 3461 (0.43%), MMERL), TIRFT b AARBEM:)

#3161 (0.39%), [ZR) 2561 (0. 31%) =y ha— L REORERF] 2441 (0.30
%), TZ58E], 135, BHREREE] 52161 (026%), (7 a~Erner

g, TERERIMAE] 42001 (0.25%), CHEIRI ), Tmife), HARERD ) &1841
(0.23%), [NHFEZE] 1761 (0.21%), THTHERERRE ), MBI #1661 (0.20%),
[OMEFRIE D o A E ), TFFEMED E v, TREBER) &1561 (0.19%) Thotz,
LR R GIEFIT947THN 31T D RITER OFBLEIS (12.96%) 1%, KEBFFE TO
BIVER ORBEIE15.10% (277/183461) (ZH~ME -~ 7=,

EERATFFRII3IFNIRD b1, BBEIGIT479% Th o7z, ZD 5 H168HIE

AH & DRFREABRPEE SN2 oTe, S EORBFICRO N EELAES

0%, TIFEZE ) 2065 (0.25%), THROME] 1961 (0.24%), [R2PELFEZE], TR

%1341 (0.16%), Tz b —VAREOHERF] 1260 (0.15%), o EHHEY
1141 (0.14%), T¥eBZ), TR 21061 (0.13%), TaAZ2) 9 (0.11%), [0
ot zE], THERR) 761 (0.09%), (2@l 66 (0.08%), [aEifkEl, MR

HiiE), [FBEE] %561 (0.06%) Thoiz,




V.

BB 5 IHH

7k, WARMMATHERINE L [RlE BT 25A L o EERER) 18I, Sl
2B 2 EOEFHIE D TR L T\ D, ZRMEfitr Gbrst & Liz1126, Dt
FEGIRCEREER AT 26, [ITEEREY ), [BhK) OAEFLOWRENRH ST, W
NHEECIIe<, AFEOREBRITEE SN TN D,

ESUATEY /TS

A0k

AFHAE T, HbAlcK NZEMFHFIMBEDN—R T A VB TR E TOERLEERI
WA DNERAEE & LT\ 5, A RMWERRHT S GUEE1 74596112 35T, HbAlcD Hiff
DY & 5 731415 T O AR BA AR L O FEEIEIE8.02%, # THiX7.28% TH V),
HbAlcITE T L7z,

2 HEIRE I O RITAZAE 23 & 2 2510451 T D A AR B AR IRF 52 00 S4B 15 160.5 mg/dL, #%
TRHX1304 mg/dLCH Y, ZEERFMPHIEK T LTS,

B) @il axtg e Ui frE it s (k1)

FEOBEN)  |BGEBIMAHE3» AR Q0ISAE2A24HMNB5H23H) IV v T 4 7 > ASEDBE-H B
WhE N @ (65iELL L) O2RBEIRIFICK T DV v T 4 7 v AGEOFEHAERE T
TOREN « AT OWTHERT 5,

(LR BRI

iE 15K A L EIUEFI . 417451

TAEMIRS PRI : 20154F2 5 ~20164E8 A, B : 521

FRBIHEE | et BIER, EEAFEFROBIVRN
BEME HDALcDR—RZ T A b DOEbE (ETRE — X—RT7AV)

ZEHGRFMPEDON—ZF A OB bR (R THRE — N—ZXT74 ) il
TR BRE A | IRGEBRAMAR3 » AR (201542 A24 H ) BH5H23 H) ICARA O 5538 kE S du7- s

F (65mLL 1) O2RUNEIRIE BE 41903 B8k S, A1THIOFEEZIE L,
IZ20164F10 H R T T L7,

476D 5 B, THIEILARE BT 362 L aMEMRAT R SBRIN & Uiz, MM
KIGIEFIT41401 T I - 7=,

2 AR 6t SOE 5114 1445] D A A AR 1365 % ~ 7455 2321941 (70.3%) , 755% LA 23123
Bl (29.7%) TH Y, VFHFEEITT8H, EHIE88E Th -7z,

L VERRAT R RAEWA14651 D 5 B, [_—2 5 1 L DOHbAlc & ZEMEHG MLk L 74
% RIWERRAT R SRS & LT, A MR e SIE G 340761 T o 72,

fraeolus

LT SUEBIA1 451, BIVERIX8SHICFED B, BWEAORBLEIE1320.53%
ThoTe, SHILLEOBFIZED BAVZEWEMRIZ, THIR] 761 (1.69%), MEHBK]
offl (1.45%), THEENES, TBve), TBEbek) 4561 (1.21%) Tholz,
AR O BIVE R BLEIRIE, 65~T74i% TIXs59% (20.27%), 75 ETid26
B (21.14%) TH Y, 75%LL EOBRE BT S EIWEFAFEEIS BN 2%
Mmool

AHIARA B CHRBLUT-BIWERL, AGBRFE CORWEM ORIURDL & A TH -7,
BERMEREAT R RIEBI4 1451 35 1T 2 BIVEH D FEBLEN520.53% 1%, 7KFRIFE TORIE
FORBEIE15.10% 2 ED o 72,

£z, BEELAERRINICGRDLNZ, TON, AHIEOREERATE SR
RIS TIERNIIBICTH O T ANE ) TA LU ALEE] [Hidk) 2@ S
77 BEEIAIZ145% TH -7,

IR, RERVERNTRIGERIL & L3I ClE, AEFROREIT R -T,

Lk




V. IBICET 2 E

B R | A2

AFETIX, HbALcDR—R T A UM BFE TR RLE COEAL &% R
HELTW5,

B NPEREAT R GIEGI407H] D, AHI$ G-BRAART O FEIEILT.48%, & THHET7.11% T
HV, HbAlCITIK T L7,

F7z, FEERFIMFEDON—A T A B TR E TOZELE S RIKA 2R E B
L LTEY, AR GIEE1407 151 D A 4 5-BR hA R 0O )13 138.8mg/dL,
& TRFIX130.4meg/dLCTh v, ZEMFRFIBEITIR T L7,

W OEIRAIMERMIE EICHBO T, TSmAim D B 1 E E i 25580 Hiviz,

0

ReEf HEGER A (B DA RREZx G L LRI HICET 2d) (i)
&M AR B 2P, I SERE IS 2 ARH| 0 &I IR O 22 4 K OV 2t %
BT 5,

e AR (IBMER IR EE 2R L LIEREEMNICET 2388 (G TiE)
1RV B B 2 RIS, B FERE T2 I 1T D AH ORI Ry D 22 M K OV 2 &

REIRFE% OERRFER & LC, GLP-1 ZZRMEBIE & o PRI N A 2 U K & o
OF FI5RR 2 92kt L7z,

A) GLP-1 Z A EENHE & D OF R E R # G-k 20 (E N L& e 4 iR - 1245.106 5U5R)
GLP-1 XA MRAEENEIC L HIERIC b b T b = o b e — L3R+ 70 B AR N 2 B0 R
JBACAA 10 mg I 25 mg % 1 H 1 [5] 52 SBHE DI 0 G L 72RO 20 O 2

Rl U7z, #6552 I 5 HbAle DR L-RIED b OFHE A B REIZITERDO LB T
H o7, AAI10mg KO 25mg (2B A IKMBEORIER ORBEEI S, ZHEi0.0% (0/32

B) KO3.0% (133 %) THoiz,
HbAlc (NGSP{#) (%)
i FH A AElO¥EE (n)
P E-wiifiE B GRS DL E
10mg (n=32) 8.83 -0.55 (0.15)
GLP-1 S RFEh3E
25mg (n=33) 8.68 -0.77 (0.14)

n: 7 F ML S UTERIEL

B 5-AifE

Mo DEALE TR (SE)

(MMRM : OC)




. RIS HIHH

B) A v AU UK E OO RRER I 53R 2 (EINRLEIRE A RRARRER : 1245.107 305R)
A LAY VBENZ DB b b b v b o — VAR5 7 BN 2 BUBE SR B Akt
BIZ—TEHEDA VA AZARAI10mg, 25mg %7 1 H 1[0 52 @8BS L= 77 B R
EEREGFBREZIT 72, #5 16 I231) 5 HbAle DR HHIfED D OFFE A L BIX TR D
LBV THY, AAI10mg, 25mg ITWT IS 77 B AR GRAZHASTHERZENRD b,

HbAlc (NGSP i) (%)
B 5 mffﬁgjgﬁ TSR D
77 2R (=90) 8.70 0.00 (0.07) -
10mg B (n=86) 8.83 -0.92 (0.07) [101912 (0_'8.97)3]
25mg B (n=90) 8.74 -1.00 (0.07) [_iﬁ?’ (()_'8.98)2]

n: 7 ¥ ML S NIEBIEK

BEAMED O OZEBK T TR & D

(ANCOVA : LOCF)

£z, TOBRA AV OMEE

AR LR (SE)

AEIAT L LT 52 % TiikRE L, REIORENKR AN

TR & HBE LTm, 52 8I281F 5 HbAle D ERIED D O EH (L EIT T H
DERBY THoT, S2HEMBHIZH T HERMEORIERAORAEEX, 778K TI15.6%
(14/90 #1) A% 10mg T 20.9% (18/86 f51]), Al 25mg T 24.4% (22/90 ) TH v, HE

DARIMAE LI S L7203 > T2,
HbAlc (NGSP ) (%)
2 5 T > ffg)}/ﬁ*g@ SR D
77 2AREE (n=90) 8.70 0.01 (0.07) -
10mg #f (n=86) 8.83 -0.89 (0.07) [_1?699()’ (0-'(;.07)0]
25mg B (n=90) 8.74 -0.95 (0.07) [_i(.)f;’ (0_'5%)7]

n: 7 AMESNIEBIEL

B GRIED S OBEEL VT 78R E D% HEEHEE (SE)

(ANCOVA : LOCF)




V. IBICET 2 E

0
AR,

Mk = > b e — VA5 72 mhn 2 BOBE R BE (65 kLA 1) & RF4IT
P2 10mg & 1 A 1[8] 52 #
fili L7z, #5528
Too E2I@otriE (ANCOVA) |
P 10mg BT 68.26kg, 77 LAREETIX 66.90kg TH YV, #hH 52 I

e in 2 RUBE PRI B 2o B & L T RS ot £

BRI R 2 ([ N B AR 7o 1% R 3R £ 1245.218
EMPA-ELDERLY 5{5#%)

Z, =7 ) T7nm

ARG Lzt &0z 7 ) 7a Py OFMMER V245

(23T % HbAle DIGRIED & DOFEE I RITTRRO LB Th-o
WS BERMEOKREOVEEIX, =7 7n

B DR E OB G-I

B & D2 8 (SE) 1%, =237 ) 7uP 10mg BET-3.26% (027), 77 REE
TIE-0.90% (023) Thoto, S2HEMFHICHBNT, =27 ) 7Py 10mg HEENT T

T ARBOAEFROBBIMEEIZ TR b o o, KRIEORIEHORBEEEX, 7
TEART1.6% (1/64 ), AAl10mg T 1.5% (1/65%1) THY, Wb FHAEEILEE T
bolz, FETMREBDITE D BERDCH KT EOFERIIA LT, &l 2 BB RA
BENZBT DARKOZRMEILIRF TH o T2,
HbAlc (NGSPfE) (%)
o 52 WIREOF5-RiffE R
Be5-ATE I PSR TS REDE
77 2R (n=63) 7.60 -0.12 (0.08) —
-0.57 (0.11
10mg #¥ (n=64) 7.61 -0.69 (0.07) (-0.78 (_0.3)6)

n: 7 F ML S UTERIEL

BEAMENS OB BEL O T TR EDE

(MMRM FAS:0C)

AT LR (SE)

D) BARH)A > R U ARGUE K ONRIIZEE RS IR R & x5 & U T2 [P Al 35 R R 29

(E PN RSB iR © 1245212 35k, EMPIRE-01, EMPIRE-02 5{5%)
Hi A A Y ARG R D BEHEVEREIRIE O HARNBSE (A U URBUE, IRZEA
PEREIRIR) 28I, AHZ&E Lz L X OFEIMER L E2 R 5,
RERT VA | Sk ILE, SR, BRI AR
PIE 3 A R ARG E PE O BEATEREIRIN O B AR N RS 8
BRI 2 Y ARBUERE 7
- MR ZEHEIERE IR R < 1
TR ULHE | - RIEBAFANC A o2 ) SARGUE (A, B, FEAIEBM), NN ZEHEIERE

(ZR - k)

JRIF L 2l & B

< BERAT 12 BMLRT L 0, RERE TAIORE - HE, KOVE IR - EBEED
FRNAEN —EDBRE

« A7 ) —= 7 HD HbAlc 78 7.0% L LD BE

- SGLT2 PHLER 2 #H L TV H3810%, ek 12
BE

- [l B BUSREOERR A 20 kLA E DB

- RIEBRO B, WA, TREINDIEY) - FEHEH L OEREEFIZ OV T4 7250
HEzlF, BERALLXEICLDLIREOHLNEE

HMILL D wash-out 23 A HE 72




V.

BB HIHHE

ERRRAMEYE
(BEH - K

o FEIRIF LIS D NS WIE BB OIRFE N TE L TNV RWEREE

« 27 Y —= 7 DeGFRAN45mL/min/1.73m? AR O BEHEREIEE 2 A+ 5 B

< HAES b R, BERRIBVE R IE LR E, EERYYE, TR, EEAME
Do D EHE

- ZTOMOIR CTIRBREATERMZ ERRIBBROXR E L TAEY &HW LB

- FFRSHEREE 3 e b 5 B

- 1ZILh, WEERT, RO FTREMENS B B B

« TV a—)VELH OISR ELH 0 B, S

Be 551k EMPIRE-01 iRER Tl, A > AU ARBUE K& ONE A ZMEERE PRI 233 0 D HE PRI D
FRIEE DN 2 RUBEFR IR OEEAHNCFIYS 5 2 & b, 2 U RIB TR SN TV 5 k.
HEIZHE- T 10mg 7 1 H 1 [BE#E525 846 U, %5 12 #[#% O HbAle 23 7.0%
PLEDOSEIZIE 25mg IZH & L, 7.0% A0 O3 5 &4 &7 10mg T 24
W E THRGEMGET L & LT,
D1k, MR Cdh D EMPIRE-02 R ~B1T L, R UMHE - AR T 28 @
(EMPIRE-01 3B D Day 0 75 52 ##) kigife 5- L7z,
EMPIRE-01 EMPIRE-02
(24 weeks) (28 weeks)
0 weeks 12weeks 24 weeks 36 weeks 52 weeks
k { { {
0 weeks 12 weeks 28 weeks
after initiation of EMPIRE-02
FEEMIEEE | (EMPIRE-01 #BR)
- #2524 JRH% D HbAle DR— R T A L InE DB L&
(EMPIRE-02 #5h)
- FEES BIER, KBREEOAE K OV B S HE
(R bE, JREEEGYE, MEEHEYYE, WMiRERD (RERD 2 &1, 2R - HIR,
BREE, 7 MR, BB, LESRY AT, EEEEY X 2)
TR | (EMPIRE-01 3X5k)
HH

- ¥ 5 12 B O HbAle D_— AT A L inb D E

- HbAlc DRIFHER

- P 5 24 A% O ZERERE LS (FPG) D_R—Z T A b DL E
- ZEfEIRE IS O FRREHERS

A A R (1 BRA VA V&, BRI R V&) O&1L
- BT 2 B 2L o — R EORHERS

(EMPIRE-02 #5#)

- P25 52 1% D HbAlc DRX— AT A b DS

- HbAlc OFREHER




V. IBICET 2 E

(20 1E)

BHETHEICBIT 5o 7 ) 7a P 0BG, 10mg 28 2 6, 25mg 736
B THoTz, 2F 0, 12 HFFEGFREC 2 61 HbAlc 7.0% 55, 6 B3 HbAlc 7.0%
PLEZR Uz, BB O RFGESFERIT 100%28 561, 95%LL B3 161, 85%LL EAS
2HITH T,

HbAlc DAL & OMRIFHER

R—2 F A .0 HbAle D EHIEIT 8.46% T & - 7278 24 R 5-FF 121X 7.48%
EFTIEFL, X=RTA 00 DOEEEEIF-0.99% Th o7, 52 B G RO
HbAIC L 791% TH Y, _—RA T A b O EIT-0.55% Th -7,

B HEMED D O LR - P L& (SD)
HbAlc (NGSP &) (%)
P 5-miifiE B GaifED G | B GRIED O &5
24 % ETO 52 HH#%EETO
R R B

10mg XX
25mg (n=38)
n : BRERIE B

8.46 -0.99 (0.47) -0.55 (1.15)

NR—=R T A G 52 BB E TO HbAle DFRRIFHER

859

o 4
[=} L
g \
-
g 8.0 |
& [63] \ p ”/,/”
e —
£ 70
g 62
* | I

Time (weeks)

72 R R (i 0> 28 (b i R OVRIRFHE RS

N—=2 T A WO ZE IR M 196.6mg/dL Th ¥, 24 BB G-HICB T %2208
REMBE X 132.8mg/dL, X—RZ2 T A > 5 OEALEIX-63.9mg/dL Th 7=, ZEfEHs
MAEDRRFHERL TN — R T A b 4B GREE TR T L CENLPRIZIEAIT
THERS L7z, 52 R G- IC 1T 2 22 BRI I 138.6mg/dL TH Y, _N—A T A
VD OEALEIX-58.0mg/dL ThH o7,




V.

BB HIHHE

S
(20 1E)

NR—=2 T A )6 52 R GRF £ T O 22 MLE ORRFHER
167
ﬁ%
ﬁﬁ
831 =T

[56]

FPG (mg/dL [mmol/L])

Rs]

|
- 8 12 16 20 24 L 36 ! 52

Time (weeks)

AR 5 EORIHERE (1 Bt R V&)

ARERHIZA R Y AR LTV B 2 I _N—R 7 A & ik LT 24
BTSRRI D 1 BisA VA VEORENR O, FOREILS2 AMET
e L CR.ONT,

RES
(& 4xtk)

BIEFRIZOWTIE 8 Bl 141 (12.5%) 12 1 o E O fEN B o n/-28, JEE
EThY, FHECHBEA R v OBREERHE L CEIEIZEST,

BT, HEELAEFRS, RSPk - RSB BEICESTEAERRI R0 T,
LAEMEOE G E (R, REBEIYE, MaEYE, MREEY RREL

aitel, 2R - BEIR, BREE, 7 RNAREN, B0, LImERY A7, B
JESE Y 2 7)) 2% LA EFEFZIMMRMAED 1 6] (12.5%) OHTH -7,

RES
(FL)

A VA ARGUE UINEN ZEM R R 2 T2 AARANZX G L LT RT ) 7
0D R U ARBRIZBWN T, N— AT A D 24l 512 351F 5 HbA e
1% 0.99% DI T 237D H AL, 52 W GRFIZHE N TS 0.55% DK F 2780 bitlc,
F 72, 24 BRI GEE L O 52 B GRHCRT D ZEEREMIEDO RX— 2T 4 B D
EALEIZZNZEN 63.9mg/dL, 58.0mg/dL TH-o72, EHI1Z, A AV U EZEHAL
TV 2BIDBEIZEB N TUINR—RAT A D 2 BEHEGEETOA R &
HaDRT b0 b,

AKBRIZBIT 2= T ) 7a Y OReME, BERO= R 7 ) 7a v OR4e
W7o 7y ANPOEEEINDI LD THoT2, £72, 7 v TV R— ADFEHITH
LT, A RV ARPUE SUINEN ZREMEIR B 2 H 9 5 A RANBEZICHT o=
RT Y Ta YD B BEVEDR R ST,

) AFOABINIZME - HEIIRO LB TH D,

<2 7l
T,
0,

B IR >
RAZIE= 7 ) 7P LT 10mg % 1 B 1 EFISRTIUIFB%ICRO&ET 5,
BT IRGEIE, Bl & T3 BE LR 5 25mg 1 H IENZHET S Z LN TE 5,

<ABPE A, ABPER >

T,

RAZIE= 7 ) 7P LT 10mg % 1 B 1 EFISRTIUIFBZICRO&EET 5,




V. IBICET 2 E

2) RREHLELTERETFTENDRNERIEIER L AT - HEBROME
PRI Y 2 7 EEEHE 2 ROE D b, WU ERT D,

(7 £t

LR L



VI. Hh AP B4 25 A

VI. EHEEICEHT B
1. EBRZHICHEESHSLAMNTLENE

SGLT2 fHEHK| (fFF 7V 7uyy L-Fuly, 7 )radrra’'Lr s a—iuKk
i, veA U Tal K, FARZY TaDrokR, B 7a ki)
HE  BEOH DA DONEE - IREIL, EHFOETFRILESRT HZ L,

2. EHEHR
(1) 1ERERMG - ERER

1) MFEE T~ EH

mﬂ;@%f%ﬁémt?/v:—x VRN RME I ET D b RY DA - 70 a— 2R 2
(SGLT2) IZX > TURTEEIZHRIN SN, DT TIEH 523 SGLTI IZ L > THHRI SN D ¥,

TR Y 7w Y0 SGLT2 N R G IHERT, BRI L2 7 v a— 20BN A2 HE
L2 EICRRF TNV a—2PetE NS, MEZERTSE5 2,

2) 1B M OV g (k9 D 7E
TURT Y 7 a Y AL IRME I ZIT D SGLT2 241 LT, 7/ a—RA T Tidlel -
U D LIS IEIT 272, EARME ~OF b Y U AEENHINT S 2, ZORERE L
T, RAERERIRT 4 — RNy 7 O, DIRORTE M K O AR ORI, IO A EARRE
PEDIR T 702 EAFRRUBERB I b & RITTRAIREME B 5 2, F7z, =7 Y 7u P ONK
BEREIZ 63 2 BRI 30, DB M OBIBORFE =L X —JHE LTOF b AREGIC L DR
ggi[,\@,ﬁgﬂ% 31), 32), 33)&0\‘@‘&-@“:7\ ]\ LA 34),35) j}<9"“ 33), 35), 36), 37) , 38) , 39) , 40) ,41)&0{‘ U :E‘?‘ U \/7‘@*[”
] 33)-35). 390, 400 42 g i Lo A S DM R I | o6 3~ DA IS T 5 L TV D ATREE DN B 5

(2) EHERTTDHBRBAE

1) SGLT2 FHEMEH
Invitro i RER T, =7 U 7uaP 0tk b SGLT2 ZZIRAYICPHE L (ICs: 1.3nM), & b SGLTI
(ICs : 6278nM) & EL#E L CTHI 5000 £ DRI 271 L7z 9,

2) SR 7L 3 — A PR R
BEPRIFE T VB (db/db ~ 7 A J O Zucker BEJRFALH [ZDF] 7 v b) ([2BWT, =237
Tu Y ATHEBERARGICE D RPNV a—2gRitE (5% 7 KD AN S 2,
HARN 2 BB RIGREFE I )7 ) 7Y Img, Smg, 10mg, 25mg XiX7' 7R % 1 H 1A
4 HEMEROZRE Lz, =7 ) 7a P 37 7 e RIc~ %5 28 H B O#& 5 24 B £
TORMIRT 7N a—2APEiE & BN S 79,



VI. Hh AP B 25 A

3) MR TR
FERIFET VB (db/db ~ 7 AR TNZDF 7 v 8) IZBWT, =37 Y 7m0 [T HREIRR F
Gz v mPHE FIEAZ7R L7229, 8512, ZDF 7 v MZBWT, =27 ) 7aPid 1 |
1B S EMKEROKGICEY, 520 BET) XO&E537HHE ER&T) omfrr
2 — APREEIFONE HbAle 2K F S 72 49,
HAN 2 BB RIBEEIC T TR, =870 7P 10mg X% 25mg % 1 B 18] 24 HFEK
w\ROEE Lz, =7 ) 7a v 37 7 BRI HbAle 2K F S #7298,

4) DPREE
BEPRIR T 7 VBN OO LA RS (2% B VR
EIE R EZ BN SEZKK-Ay v~ 7 A3 7 ) 7a % 10mgkgl H 1A 8 EMEOES L
T2, CERE D HEAL B OVOERHE( L 2 B L 7= 39,

IEH MBSO DARRET VEMWIC KT 5 1EH

I Sprague-Dawley 7 v MIEENNRO K AFEER ZATWVLIHFEE A FHERE LTZET MIZBNT, =

X7 Y Ta Y h ARG 1 H 30mgkg & 725 K91 10 EFRERR G UK, (OAEZETR R
B ODBERRELZMEI L2 Y, Mo —2 vy —7 % 2 W B ARERFE I K 5O mE%E

%?»:%wf%,myﬂﬁ)7myy®2ﬁﬂﬁ1El@lmg@ﬁm&ﬁi,E%W%&U
LR RE A BT D L ICEE Y BT Y T A LTz 49,

5) B iRl
Invitro D& N TALFRABE ML 3 2 7EH
R 7L 3 — R THEEE L7z b MEALRAE I (HPTC) #RZ B L7z in vitro sBRIZIH\N T,
TR T Y 7Y dbiEgb, U ET Y W NCHRIEER 2R L, EE RSS2 J
L7239, 7=, ANV a—RBETCTO HPTC &2/ L7z invitro RBRICEB W T, =X
70 7 a VAR IL-1 BRI X 2D IE & Bl L7z 37,

BEPRIR AT 5 BIREBE T VBT 5 1EH

R R A FARIEIE T D HED Ins2+/Akita = 7 A K UMD BTBR ob/ob ~ 7 AR WT, T/
TV ALEEEL I L (B 7 m USRERRIEIE &, RERIRIMATENRE K OSRERIR DK &
SOEFAL, WHEHME LA, FERPEFIER DS~ — I —DOFRE K ORIEOIHE], 717
I VIRIE DY) A0 F T, #&ApoE-/-v vACEIERE %, 77 a— LEBREE(L
it 2 P D FES XY FRYEDEMEFERIFIEE NN (DKD) 2358 L72ET LIZBNT, =T
V7a Y TREDOT VT I R EME D DKD O#E A S S 7 3,

B OB BT T VEMI SR 2 1EH

FHBEEET LVEMW) (LPS B IEEE RE~ T A, 56 B~ A, 7ToIo4T7r v
VIEEMEIEZ v b, Y7 ARY CAFEFTEERT v M) IZBWT, =T ) uny
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VI EhRe I BE 3 % TH

VI. E¥EEICRET 518 H
1. MPREDHER

() BRELAEMGOHRE

AR L

(2) EREREABRCHERE INI-MFRE

1) HREEL 2
HANEFER A B, =7 ) 7av 1, 5, 10, 25, 100mg % Z2fERHAEIRE 035 L7z
& E O MSEFTRENMAD MEETIREHERBZX 112, EYWEE T A —F %2 F£ 117 T, Cua XL
AUC JTHEICHBI LT ER Lz,

4000 -
z 100mg (N=6)
i |
53 3000 25mg (N=6)
N 10mg (N=6)
R 5mg (N=6)
X 2000 | 1mg (N=6)
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VL Ehie c BE4 % TH

F 1 fEERRA B VEIC 22 RERE HilAlE O 452 5-1% O g h KM Eh e~ A — X

INT A—=F 4 Img 5mg 10mg 25mg 100mg
[HLAZ] n=6 n=6 n=6 n=6 n=6
AUCy. 266 1140 2670 6180 22800
[nM - h] 23.1) (10.2) (10.6) (13.4) (25.5)

Cinax 36.6 166 379 661 2980
[nM] (23.9) (26.6) (19.4) (10.4) (31.2)
tmax 1.25 2.00 1.50 2.00 2.50

[h] (1.00-2.00) | (0.75-2.00) | (1.00-3.00) | (1.00-4.00) | (0.75-4.00)
tin 7.76 9.60 9.88 11.7 11.6

[h] (13.9) (19.9) (29.7) (30.1) (31.9)

FIEME (EERELY),  tmax (T TRAE (/] ME- 5 K AED)

2) KR
HAN 2 BRI ARE L, =287 ) 7u Y 10mg KON 25mg & ZEfEHE 1 H 1 [8] 28 H RIXIE
AFEE Lz L &0 MIFEPREHB AKX 2, HEMBRE T A—F %K 21T5T, Cna LTV AUCH
DR L RFREIL 133 U T CTh o7z Y, SMEAREFERABM (16 4) (= "7) 7ny
/50mg>s:1 H1EROEE LERES, =7 ) 7a oo ifEhiEeE L s B EH oL £ T

HARRBICE LT 0,
#5180 H ®57~27HH #5280 H
1200 A
—— 25mg
—4A— 10mg

migh T /5y 7asy

Q:Q:Q:Q/EQ

’ . . . ‘ _ o
0 4 8 12 16 20 24 144 312 480 600 624 648 660 672 684 696 708 720
HE % 5 & EFRE ]

X2 2 BUHEIRIF B 12 10mg B Y 25mg % ZE I e SR R 11 B 5% 00 SR 5 v e P HERS
(B e EHE RS, 51 HE n=20 XT'19, #528 HH n=18 X' 17)

F2 2 TR T ZEIR LR 1 B 54 D U P B E 85 A — &

AUC  ss[nM - h] Cax, ss [nM] tmax, ss [h] tip,ss [h]
10mg (n=18) 2610 (16.2) 407 (25.8) 1.50 (0.967-4.00) 143 (38.3)
25mg (n=17) 6460 (21.1) 869 (30.2) 1.50 (0.967-6.00) 18.0 (40.7)

GO TRME (EERELY), tmax, ss (T RAE (Foe/ME — B R fE)

E) AFNOAE SN HE - HERIZRO L BY Th D,
<2 T PR >
WE, A 11/1\7 Vo7rr& LT I10mg % 1 A 1 BEFERDUIHIEZICRORET 5, o,
EATDRGEEITE, B2 IR LN S 25mg 1 B 1 EICHEET 222N TE D,
<‘|§‘F$ADT}_ 12 ﬁﬁxﬂ)@c‘f >
WH, RAIIFEZ R el LT Iomg 2 1 A 1 BT a%Ick i+ 5,



VI Ehae C BE3 % TH

Q) hEE

AR L

4) BE - FREOZE

1) BFEORE HEAT—X) Y
RIS, =27 ) T u Yy 25mg H RGICHER OB Lz b &, ZERG T8
HIG- D Crnax L OV AUCo.o. DEEMEIE DL (R F G2 R E) &2 D 90% S KHI,
63.2 [56.7,70.4] %K1 84.0 [80.9,87.3] % T o7z, ZEHGRFEHAZ AT tyu O RAEIL 1.5
REfAER L72 (£ 3),

K3 RIS 25mg & ZZREIE K OVRAIZ IC HLRIRE O & G2 OB T A —4

R A 4 [ i et
AUCg..o [nM * h] 5550 (26.0) 4650 (24.8)
Conax [1M] 867 (26.8) 542 (27.7)
e [] 1.00 (0.667-4.00) 2.50 (0.667-4.00)

BTN (EERER%), tmax XHRAE (/M - BKAH)
1) AROAGBSNIZME - HEFRO LB THD,

<[ OARAE, 1B iR
W, RAICIFZ 7Y 7e Y LT 1omg 2 1 B 1 RIEIRRT T a%Ickngst+ s,

2) PFHZED 2

OF L7 4 7a VN EDPHH GMEANT—4)
BERERR A (18 f5) (27 L7 4 7 )b (EIWNAKRR) (OATPIB1, OAT3 K& U CYP2C8 D Al)
600mg 1 H 2\ (1200mg/H) 5 HEIKERAHKEL, Y27 47w (ENARKR) 56
8% 3 HEIZZ N7 ) 7a Py 25mg # I OO G L7286, =07 ) 7ed ol
MEE GR35 OF & G- O S SEEME O b & 2 0D 90 %[5 FEH X i 13X AUCo... T 159[152, 1661 %
Cinax C 115 [106, 125] % TH - 7=,

@V 77 O GMEANT—#)
fERER A (18 ) Iz /37 ) 7y 10mg &, U772 (OATPIBI & U OATPIB3
DORREHA]) 600mg 2 HEIRE O 0F AL LiziaE, v X7 ) 7a oy OB GRS 25 0F
G- DI EED b & Z D 90%AEFH X 1 AUCo.. T 135 [130, 141] %, Cmax T 175 [160,
192] % Th o7z,

@7 xRy REDPEH D GHEANT —#)
e A (16 ) (I27 x> K (OAT3 (X UGT OBLEA]) 500mg % 1 H 2 [A] 4 H M ERE
N5 L, 7axxy NEGRA%K 2 BRICZ 7 ) 7 v 10mg % HERR 0 0f &G L7z
Sity, =N 7 a Yy ORMB GRS D OF G- O ST D L & D 90% (515
X1 AUCo T 153 [146, 161] %, Cumax T 126 [114,139] % TH o7z,



VL Ehe C BE3 % TH

@z ooy L OHH GMNEAT—2)

TURTY Ta Y ORI A RIS, 7Y AU K (CYP2C9 TR snD) @, v
70 27 (CYP2C8 LUV 3A4 TSN D) 99, v 2 7 ) FFo 9 UF 7Y TFo% gLsy
U (CYP2CY D) 50, NF,33L (PHEEAMEAD 0, 7I7 V4 (ENRKR) 7,

VR ALF L (CYP3A4 DIE) W, FR#E (e FuezooF 7Y RERMT7EIR) 9L D
BHRIC L DEBIIA LN -T2 (F4), £, =70 7a P OfIcE D A Fh
VI TYAEY R CF T Y E DN o x Y TF N ST ST Uy
Yoo, vaxs D, II7Y 0 (ERRER) 3, Yo 2FF 8, FlRE (v Fa s
ErF 7YY REWNETEIR) O ROBEE (ZF=Lz X T IF— VKOV AR VT A b
L) SOOI ENRE~ DGR IIE & 72 2 BII A b o7 (K 5),

£4 = RT7) TuPr OIEWEIREIC RIFET OO B
MBI ST A — 5 ST H(%)

B ISR B PSR AHI B (90% 15 MK O H/E 30

AUC. 4 Cornas.ss
A RRLI 1000mg 1 H 2 50mg ®V 1 B 1[8] 96.9 (92.3,102) 100 (88.8, 114)
7Y AEY R Img Hi[=] 50mg %=V 1 B 1 [ 952 (92.0,98.5) 95.6 (88.2,103)
vAsy 2y 45mg 1 B 1[9] 50mg %=V 1 B 1 [ 100 (96.1, 105) 93.4 (85.1,103)
VET)TF 100mg 1 H 1 [A] 50mg %V 1 A 1 [H] 110 (104, 117) 108 (97.0, 119)
VFINFF Smg 1 H 1[H] 50mg V1 H 13 102 (96.5, 107) 883 (78.8,98.9)
INT 7 25mg HA[A] 25mg 1 H 18] 101 (96.9, 105) 101 (89.8, 113)
~NFNIL 120mg H[A] 25mg HA[A]*2 103 (98.9, 107) 92.4 (85.4,100)
FIFY L 5mg 1 H 1] 25mg 1 H 18] 96.6 (93.1, 100) 105 (977, 112)
SURAHF 40mg HA[A] 25mg Hi[E]*? 102 (98.9, 105) 109 (96.9, 124)
SN =g AN 25mg 1 H 18] 25mg 1 H 13 107 (97.1,118) 103 (88.6, 119)
FoEIR Smg 1 H 1[H] 25mg 1 H 18] 108 (100, 116) 108 (97.9, 118)

1) AFI O BIX 2 BBEIRF Tl 10mg KO 25mg, 8 ME AR S K OB LB iR Tk 10mg
E2) HERS TOFMDT7ZD, AUCow, Cma?>6HEHHE




VI Ehae C BE3 % TH

x5 JHHEOEYBRBICIKET = 7Y Ta o

RAES

OF T

AT &

HMBNE T A — F IR ED (%)
(90% (5 HEIX [H]) ORI/ HAm

AUC: Cnax.ss

A NFNLI

1000mg 1 H 2 [=]

50mg P 1 H 1=

101 (95.9, 106) 104 (96.5, 111)

JYAEY R Img HA[@E]E? 50mg P 1 H 1= 93.3 (86.1, 101) 104 (89.5, 121)
vA sy a2
90.0(77.9,104) | 87.7(73.9, 104)
vA 7Y &Y M
10mg1 A 1
99.4 (87.4,113) | 95.7(77.3, 119)
EA 7Y & MOV
95.0 (85.3, 106) | 92.6 (77.3, 111)
= A
89.0 (72.7, 109) | 90.2 (66.8, 122)
EATY B 4smg 1 A 1] 25mg 1 A 1] EA7Y 27~ Ml
99.5 (89.1, 111) | 104 (80.8, 133)
EA T 2V MV
101916, 111) | 113(90.8, 139)
=zl 7ANG
91.1 (77.4, 107) | 89.9 (71.0, 114)
Somg®V 1 18] vA 7Y 2 M-
98.9 (90.7, 108) | 91.9 (77.1, 110)
v LY M-IV
96.1 (91.9, 101) 89.0 (76.5, 103)
VET) T 100mg 1 H 1 [A] 50mg ®=V 1 B 1 [ 103 (99.0, 107) 109 (101, 117)
VT TF Smg1 H 1[8] 50mg V1 A 1 [A] 103 (96.1, 111) 102 (86.9, 119)
R-ULT 7Y
i 98.5(953,102) | 97.9(91.1,105)
INT 7 25mg B[ 25mg 1 H 11
S-UNT7 57
95.9 (93.4, 98.4) 98.9 (91.8, 106)
D= 0.5mg Hi[a]*2) 25mg 1 A 1 [A] 106 (96.7, 116) 114 (99.3, 131)
ZI7U
o 108 (101, 116) | 104 (89.7, 120)
77V 5mg1 A 1A 25mg 1 A 1A S —
7I7YVT7—Fh
98.7 (96.0, 101) \ 98.3 (92.7, 104)

UNRRABTF

101(80.1,128) | 97.2(763,124)

UNABEF 40mg Hi[A]#? 25mg Hi[d]
¢ ¢ U RABF U
105 (90.1, 122) 97.3(84.9, 111)
t ReszooFry R 25mg 1 H 1 [5] 25mg 1 H 1 [5] 96.3 (89.1, 104) 102 (88.6, 117)
K&K
101 (99.1, 104) 104 (93.8, 116)
_ 7€ F-Ml
FZ7EIFR 5mgl H 1[5 25mg 1 H 1 [H]
104 (100, 109) 103 (94.1, 112)
FZ7E3 F-M3
103 (95.9, 111) 102 (97.7, 107)
TF=)VTARNT Ut —L 30ugl B 10E 25mg 1 H 1 [8] 103 (97.6, 108) 99.2 (93.4, 105)
LRI AFA R LI 150 g1 H 1] 25mg 1 H 1A 102 (98.5, 105) 106 (99.5, 113)

D) ARSI ORI EIL 2 BUERF T 10mg KO 25mg, B OAR 2L OB M B IRE Tl 10mg
H2) HEEE TOFMDOD, AUCow, Cmax 25 rtHE



VL Ehe C BE3 % TH

2. EVMRER/INT A—4
(1) fR#rAE
HENEE NS A —HZ T ) 3 N— F A NET VRN T RHER PR SEATIC L W B LT, B
[ PK fRHT CTIXWIN T 7 & A L, — R R O UGHEFE I e 2 E LTz 2-a2 2 78—k A v
NET NV E AV,
(2) WRINEFETE B
W EE T4 (ka) @ 0.192h! (RREE] PK fEATIZ X 5 HEEME)

Q) HXEEEH
HARNEER A BMEICT /X7 ) 71 2 10mg KON 25mg & ZEERFHLEI R G- L 72 & & DRERHH
DOIERHEEEITZ N Z 4 0.0748 J TN 0.06490 Th o7z,
) ARIOKRS NI - AREIKRO LD TH 5,
B, B >
W, RACRT Y7 700 LT omg & 1R | EEHEH R I BT 5,
4) 2IV752R

11.0L/h (FHEER PK fEATIC L 2 AT ofkn 7 U 7 F o AR FR1E)

HANEER A B (6 6)) ([c= /7)) 7aY 10mg KON 25mg & BRI OG- Lz & &
OB )T Z 2 AXENEI 29.9mL/min & T 34.8mL/min T&H 72 2,

) RKFNOHAGRINT-HE - ARBKRO LB Th D,

<[EPE AR A, 8 >
BE, RACIET 7Y 7P LT 10mg & 1 B 1 EFIAFITHA%ICRDEET 5,

(6) HMEHE
76.5L (RHE PK EHTIC & % BT O RE HAKAE D 53 A1 B8 O HEEH)

(6) Znith

BB L



VI Ehae C BE3 % TH

3. BKE (KEaL—>3>) @Y
(1) fEHr75iE

FGTEALDH D RPN EETe 2-2 /= A NET IV

RHEM] PK gt 2, ERZIRGRET ) 7 (NONMEM®) ¥ 7 b7 =7 Version 7.2 (ICON
Development Solutions, Hanover, MD) % H\\C, FEBIRGZIRET VT LV FEhi L7z, ET/V
DOERL, T D goodness-of-fit criteria (2 K V1T o7z, PK/NT A —Z | Zxd 5 MAEBDOLED
i, TARERERET VIEE W TITo T,

(2) WA= EHER

RHEMfRIT OFE R, =237 ) 7 a2 d CLF 1% eGFR DX FIZfE-> T T L, eGFR 7% 60,
30, 15mL/min/1.73m? D HEE TlE, eGFR 2% 100mL/min/1.73 m> D HBE T, AUC. (1ITN T
AL 19.5, 519, 93.1%m< 25 L PSSz, ZOMOEEER (M5, Fhs, AFE, AST KO
WEH) TPK/NT A—=ZD—ERIZEDNHO DITED, TORBIIENTH T,

4. |

WA« RX Y &R L

W U RYERR L

INATT_XAZENT 1

MR L

(BB) =T ) 7a PO AT XA T YT 4 ORFHIAT > TWORWL, BARA
TR A BN (%66 12, =2 37 7uP 10mg KON 25mg & ZfER A5 L= L &0
Be 1% 72 WM £ TORFRZ(EIEM R TN T 580D 21.3% & 11 22.9% TH Y 2, ikt
NAFTTRAZEVT ITENLETH D EHEREIND,

) AFNOAB SN HE - HARIIRO LB ThH D,

<[EPE AR A, 8 >
W, RAFZ 7 ) 7Y LC10mg 2 1 B 1 BIEIARTSUIE %ISR ARG 5,

5. % %
(1) mik—EXEAFS @t

MR L
(B%E) 7y MTHC-mo X7 Y 7Y% Smgkg fFRAKE Lz L &, PR OMAE ()
fibd, KBM, JERE, WM, FFHE) ICHENREIIMME S o7 o,

(2) mik—keEREMERE

LR L
(BE) JHRT » MO NS TR U0k smgkg OB s e &, JIRICIRL B
BIEDHD BT ),



VL Ehe C BE3 % TH

Q) Fit~DFBITHE

BRI L
(2%5) BT v M HC-mo 7 ) 7a Y% Sme/kg RO #E Uiz & &, it/ e

LRI IR 1 BRI T 0.634, #5- 8 BFf#1% T 5.00 TH-o 7= 2,

() BERADBITH
LR L

) ZofhoBE~DBITHE
FNEANT —%) SEABERERABE (8 6]) 12 ¥C-=2 X7 ) 7Py 50mg IRk 2% 10 #% 5
L7z & & O IER/ A O BN REIREE D /34 bl 28.6~36.8% Th - 7= ),

) AANOARINIHE - HEIFRO LBD Th D,
<2 HURE PR I>
WHE, RACE= 7Y 7 LT 10mg % 1 B 1 BIEIRESUIEIRBZICR AR ST 5, 7258,
ThRARF 2B EITE, B E B LS 25mg 1 H 1 BICHEE TS5 Z LN TE 5,
<MLL, 18I >
WH, RAFEZ 7Y e LT lomg 2 1 A 1 BT E%IcRk 0515,

(BE) A7 v MTMUC-m 7Y 7P % Smglkg fE OG- Uiz & & O/MAR T i e
EEBNRIA—NT VAT T 7 4 —IC LV RE LTz, RO E5% OB RE DMKk ~D 31
DIinTholo, Hb 1 KR S MU REIREE (Comax 5 4470g Eq/g) 23580 LTz, 4%
KRR ORI BRI G 1 FERIFEIC Coax \CEE L, #2572 R £ TSR O ER L. Con
Mo T AARRE, T, BRE, Big BHEAOER TH o, HRMRSROMEE (MK,
KM, FERE, WA, FBE) M OURERCRED A 7 = S ClE, BB Shieno 7z o),



VI Ehae C BE3 % TH

BTy MZUC-m 7Y 7P v % Smglkg #% A5 U7z & & OB e B

Rk 1 FFfE 8 HFfH] 24 W[4 72 B[
[ng Eq/g] | A8/ MAELL | [ng Ba/g] | ALARAMGELE | [ng Bq/g] | FEMRIMAELL | [ng Eq/g] | AR/ 5L
Ell= 297 0.706 ND NA ND NA ND NA
JilERaS 12400 29.9 ND NA ND NA ND NA
=) 1470 3.64 172 5.82 ND NA ND NA
BIENES | 35900 - 37300 - 4390 - 103 -
RIHENEY 2930 - ND - ND - ND -
RiE 897 225 ND NA ND NA ND NA
AR 75 A1 iR 215 0.488 ND NA ND NA ND NA
R ik 2540 5.78 880 18.4 251 80.4 ND NA
KGN 19900 - 68300 - 4840 -- 138 -
N7 367 0.827 ND NA ND NA ND NA
il 4060 9.19 379 7.63 ND NA ND NA
fii 290 0.618 ND NA ND NA ND NA
T 223 0.522 ND NA ND NA ND NA
M HE" 447 1.00 50.4 1.00 1.94 1.00 BLQ NA
o) iR 415 1.12 ND NA ND NA ND NA
BT SZ R 265 0.590 ND NA ND NA ND NA
R 2890 6.66 1340 27.5 454 139 ND NA
EHEE 2050 4.64 422 8.56 76.5 39.5 ND NA
W 9% it 263 0.602 ND NA ND NA ND NA
FRE 126 0.286 ND NA ND NA ND NA
INENEY) 70000 - 7620 - 766 - ND -
N 339 0.740 ND NA ND NA ND NA
I i 158 0.349 BLQ NA ND NA ND NA
H 259 0.618 ND NA ND NA ND NA
BANEY 17700 - 711 - ND - ND -
il 734 1.76 BLQ NA ND NA ND NA
SR 14100 30.5 2410 45.8 94.0 48.6 ND NA
ND : &
NA : %487
- EHET

BLQ : & IR A
) Mg E LKA v TF L —a v 2 —IC LD HIE

(6) MIFEAHFEER

HAN 2 BUBERIG RS (BHEEEY, 84l I[c=u "7 ) 7r vy 25mg ZHERRO&KL Lz &
O T a Y OmEEABAERIL84.7% Th o7 12,

(invitro 7—%) b Mi#E, 4%t FILIET V7 2 2 K 0.07% o 1-FEPEREE 3 2 FV T, 0.01
~1.0 z g/mL OIRFEFPAICI T 5 4C-m 27 U 71 P v D in vitro & S B & PHRBHTEIC L Y
PE L7z, & MR AFEAFIL 82.0~845% CTh o7, b MILIET VT I OEAMKEGFRIL
80.3~83.6%, o l-FAMEFEREH TIX 10.6~16.6%THV, b MEFOTRFEAEAITE Mg
TNTIVEBEZ LN M,



VIL.

Y ENREIC BT 5 H

6.

£ #
(1) BEERLLR P BHE

FEANT — 2 ) R AN B UC-m 7 ) 71 ¥ 50mg IR ik D5 L= & & (84),
MR RITREERD H v (IMAEF RIS T 2 FIGIEL 75%#8), ERREmIE7 v
7 ua U BEREERTH - (RIS KT 2 EIG 138 3.3~7.4%) ),
) AANOEBINTZHE - HERIZRDLBY TH D,
<2 TSR >
W, AT A7) 7u Y LT 10mg & 1 B 1 BT iiﬂﬁﬁé WA ET 5, 723,
NIRRT, FBE B LR S 25mg 1 B 1 EICHET 2 2 LN TE 5,

<I§ MO, 0 s>
W, RAICIFTZ 7Y 7e Yl LT 1omg 2 1 B 1 RIEIRRTITH %I 05T 5,

(2) REICBEETIEBR (YPFH) ONFE FE5E
(in vitro 7—%#) & FOFI 7 v Y — LRIz TR 7 ) 7w 2w OfRGH & 7T
LiceZh, =7 ) r7a v iide v ER@EZ T ool 9, F 28O ARIZIE
UGT2B7, UGT1A3, UGTIA8 KT UGTIA9 235 LTHEY, CYP RO GIXIZE A ER-o
720060 R TuY e MFS 7 v Y —AD CYPIA2, CYP2B6, CYP2C8, CYP2C9,
CYP2C19, CYP2D6 (X CYP3A4 Z[AFE L7anro 7z - 0 EERFHERERIZIV T, CYPIA2,
CYP2B6 K} CYP3A4 OFFEITA B Lo T2 70,

Q) PEEENROEERVEDEE
RUERR L

4) KEMOFEORERVFMEL, FHELE

NEANT—#) 1FEAERFEZTT, HOLZOMEWILT VY a il aik G fEE) T,
ENETNOBBERITT L RT ) 7a v U BEREED 10% A\ Th o7 (3.3~74%) ), T
b SGLT2 (kT AIEMEIIMR O THHL, SARMREEER L BEEN W EE X BT,

— 100 —



VI Ehae C BE3 % TH

7.8 M
(1) BEMERGL R UHERE
GHEAT —2) PR R OES ),

(2) B it =
HANEEER A B (6 6)) (c= /37 ) 7a Y 10mg KO8 25mg & BRI O#G Lz & &
DOEeE 72 B £ TORPRZBILIEPEIERIZZNETNEREGED 21.3% K N 22.9% Th - 72 2,

7l X, BHIREEEDR 54.4% DRI, I 41.2% 8 E R CHEI S s, RE O T S R &
TR R 2 RELIROEIEILZ N E I 43.5% % T 82.9% Tl > 7= 99,
) ARIOER S - AREIKO LB Th o,
<2 FUREIRI>
W, RACIRTL A7) 7 e r L LT mg % 1 B 1 EIEN UL A %I N 55, 78,
ZHER AT, FalE2 o BZ LR S 25mg 1 B 1 ENICHET5 Z ENTE 5,

<{EPE AR A, B >
W, AETZ 7 ) 7Y LT 10mg 2 1 B 1 BIEIARTSUIE %ISR AR5 5,

(3) HEMREE

LT L

8. FIVARR—4—ICET HIFH
(invitro 7—%) = /37') 71X P-gp, BCRP, OAT3, OATPIB1 % U} OATP1B3 D AE
Thote, iz, =37 ) 7v X BCRP, OAT3, OATP1B1 } OF OATPIB3 (Zxf L TH\
BLEMER (ICsofil : 45 114, 295, 71.8 RN58.6u M) Z/R L7723, P-gplZxt L CRLEIEM %2R

SR T T,

9. BRFICLHBREE

DR L

10, BEDNDEEZETHEBE
(1) BEHaeEERE
HAS NEHEREIE M OMREE, AR, BEREREREED 2 WERFEE I T ) Tr v
25mg HalR OB G- 21T - 72 (£ 6), HEER 5% OMYEIRE T A — & O IEH R RE ICxH
DA EMED L & Z D 90% G HAX I, BEE, R, AR EERE TENEI Coa
\ZOWT, 93.5 [72.2,121] %, 922 [71.2,119] %, 94.0 [72.6,122] % TH Y, AUCr.IZDW>
T 129 [106,157] %, 144 [118,175] %, 152 [125,185] % TH-7-, H51% 24 B E TOR
th 7L 3 — 2R R (UGEoom) DXN—A T A NS OBLBITBHEREDIE T & & b L= 12,

— 101 —



VL Ehe C BE3 % TH

F6 EHEHREEE K OB BRI T B 1 25mg BRI N 554 OSBRI ) FoN T A— X

EH (23553 WA R
INT A—=HZ 4 [HAL] AR ERREREET Y | BERREREETY | B kRERET Y
n==_§ n==,§ n=28 n—8
AUCq... [nM - h] 7560 (14.9) 9730 (14.7) 10800 (9.18) 12200 (40.1)
Crmax [NM] 1070 (18.1) 1030 (34.4) 1000 (26.4) 1070 (42.3)
tmax -2 [h] 2.50 (1.00-2.50) | 2.50 (1.00-4.00) | 2.50 (0.67-6.00) | 3.25 (1.00-6.00)
feo-an [%0] 16.5 (18.5) 14.3 %9 (20.9) 11.4 (28.7) 4.24 (41.3)
CLg, 0-24n [mL/min] 23.8 (24.3) 16.8 9 (23.8) 13.5 (33.3) 4.67 (42.3)
UGEq2s 9 [g] 75.0 (4.84) 62.6 Y (5.75) 57.9 (4.86) 23.7 %3 (5.24)
SEEIE (ZEEMRE %)
1) IEREEHAE  HEESRERIAIEIEE (eGFR) >90mL/min/l1.73m?
10X I R AR e : eéGFR 60~ <90mL/min/1.73m?
AR RS REREE  © eGFR 30~ < 60mL/min/1.73m?2
e P R R R P : eGFR 15~ <30mL/min/1.73m?
H2) il (Ml — fR )
@ 3) n=7
E4) n=6

\

TE5) $e54% 24 Kl £ TORF 71 2 — 2P RO N—2 T A b OBAL B ORI (FEHERR )

HNEANT—2) SAEARBR2BE @ F) =37 ) 7u P 50mg BRI AL 217>

72358, Cnax KOV AUC... D TEH B BERE B (D63 2 AT EIE O LE & 2 0D 90%FHHIX 1, 104
[81.2,133] % & 1r 148 [120,183] % Tod o7, UGEqoum DX—R T A L H b DAL RO FEfE
(FRHEREE) 130.78 (0.90) g TH o721,

) ZliﬁlJ@ﬁ(%Eéhf:FH‘?j& cHEF®RDOEBY TH A,
HUHE PR 5>
WH, EACIE= 7Y 7Yl LT 10mg & 1 B 1 EEIERTUII IR A®RET 5, 228,
EATDRGEEITE, BBZ IR LN S 25mg 1 B 1 EICHET 22N TE D,
<'|%/rm\r 4, (B>
WH, RAIFZ 7Y e LT lomg 2 1 A 1 EEAERTITHa%IcRk 0515,
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VI Ehae C BE3 % TH

(2) FrirelEEE

GAEAT —%) IFEEEERFEBRE (h=12) KUMEZE (Child-Pugh A =27 5 X% 6, n=8), H
S5 (Child-Pugh 2 =27 7~9, n=8), &/ (Child-Pugh 2 27 10~15, n=8) FfEREHEEC
T RT Y T a Yy 50mg HAlEE O & 54217 o 7=, HEIEG% OEYENRE T X — 2 O
TR RS DR EE D b & D 90% X FIE, $REE, HEEE & OV BT RE R AR
B TENEIN Cpax ITDOWT 104 [82.3,131] %, 123 [97.7,156] %, 148 [118,187] % THY,
AUC).lZ2VT 123 [98.9,153] %, 147 [118,183] %, 175 [140,218] % ThH -7z 9,

) AANOEBINTZHE - HERIZRDLBY TH D,
<2 AU RS>
W, RACIZZ X7 ) 7aY s LT 1omg 2 1 B 1 EEIRRTIIEHR% IR nEE5+ 5, 2k,
HERAF 2 GAIIE, R E FoIcBiZ L 25mg 1 A 1 EICHEET A Z ENTE S,
<{@PE A4, 8B >
W, RAICIFETZ 7Y 7e Y LT 1omg 2 1 B 1 RIEIRRTITHE%IcR 05T 5,

3) =& ™

2 UREpRIPI RS 3208 Bl (H AR NGB 628 il A &de) & H W= RHERTSEWEhEffT OSSR, b
28 50 R OEFEIT T AUC, 13 65 % TlE 8.00%, 75w ClX 12.5% @< 72 b &Pl s,

11. Z0fth

LR L
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2 (A EoFES) IR+ AIEH

ReH (EALOEES) ICHTHRE
EREETOEH

=

g

BRESH TR

. ERAB LT DEA
2. £ (ROBHEICFKRE LGN E)

2.1 RHN DAk LIEBUE OBEERE D & % B3
2.2 EIES b— A BERIFGVERIES XA EIED B3
[ S O v A ) A KD ISR S B O J& IEDNAZE & 72 2 O TARANOF 51338 S 720, ]

2.3 HIERYYE, Fini, EEIMEOH 5 BE
BRI 2 AT 5 BE TIEA v R Y VSN L 2 MBS BN R 5 O TAK O 513
720, ]
(a5
2.1
AFN DB xE U THBUEOBAERED & 5 BF A L G LIz 5a, WBUE 4K Z 9 6
PERHDZ LD, —NREREE L TRE L, ARIOEGICEE L QIM2% 170, K
DR U CRIBUE DB & 2 58121, RAIZEEG LN &
22
EIE h— U A, BERIFPESIESUIRTERIED & 9 2 SERBHGR ORRE IR LTI, #igic
K DWARDHHIE & RFARAIA 2 ) OFRLH R G L D@D IENLETH Y,
& O MR P S STV B,
F7o, BELREE BCARIZBET2HATHoTh, Z0OX ) REBFITIIAAZ RS
LN Z &,

23
BERRI A OGHTREIL, B BICREICE L L, 2 v b e —ARREIIZR )T ey

biv T\ b7z, FIEMYERIZIIA v R Y VEGIC K DIBRNEIR & 72D, Fiz, FINS
HEERIMEDOA ML A, BIBHE»LOT KLY v pwzime, 70 a—42 2 KOs
WiD 3 fEPMERE S AL, A AV it S s, 51, HKRTED S ORI L 0 iK%
TIERFTEENS ACTH (BB R EHLA LV E V) OGN EL, BIREERLVE YOSy WHHE
m+2, ZhbOanFy—VTER, 7/ Bro ORI REL, mifEEkEz 35
FICVERT 2720, PIT%RSCEERIMED H HHERFERE L, AV EFHC X 5 b
EHAE L TWDTe), RAIZREG LR L,

iz, BELARE BRCARAZEG T 256 ThHh->Th, Z0OXK 5 REFITITIAA L &S

LW Z &,

3. MEXFHRICEET SFELTOEMB
V.2, REITRICBIET 2R 22T 52 L.

4. AERUVHAEICEAET IIELTOHEHRA
V.4, FEEROCHEICEET I 2EHE] 228552 &,
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VI Z24tE (A EoEES) (BT 25AE

5. EEGERMEIE L EDEH

oo

oo

EELGERIEE

A AFOFBERIC DTz - TE, BHE IS TRILHER f O O3 LI IEIC DN T4 %

Z L, [9.11, 1111 /]

AAHEGIC XY, MiE7 LT F=0 O EFH T eGFR DX TFRALND Z ENHDHDOT, B
REZ EHINICET D 2 &, BHEEREEDOH 2 BE TITEZ HoIlcBEZ L, BCREOBK
REFEEEF AR A G D BITIT, BEEEOBMIIEET 5 2 &, 2 BPERFH O M =
Y he—dEEEZ B E LT L T2 BB TR, fERENIZ eGFR 23 45mL/min/1.73m?
KRIEART L7eG B3R GEOF I Z2Matd 2 2 &, [53. 54, 5.6, 921, 922 2]

32 HBERF OMbE = o b e — L BEE BN L LTERT 2546, ARG I, iz E

HETHE L, BRI OMREHEI D, AKE 3 7 ARL L THOIRN RTG53 tho
TBIRIEA~OERZZRTH L,

IREGEG B OSSR A L 2 L, B RE R, SNSRI B OBEAEMER (71 =
BUH) . BUMIESOBEERBYYEICED Z N DD, HORBIEETT D 7 EIRESEG R O
TR DORIEITIERE L, BIE LSS @ 2175 & & HIT, REBIDIS U TR
SREETDH L, R R OWERIR Y DR K OV O RALTIEIC DWW THRE ICHAT
HZ &, [9.13, 11.1.4 2]

AANOFRIERIZE W ZIR - RBAOND Z ERD D, o, KIEENBDTHZ &M
HDHDOT, WERKSMIGEIT) KOBEL, B84 +0175 2 &, Bk, MEKTED
BEPRD DN HEIE, IRECHIKE DM U 2B 21T 5 2 &, FRCRIR R & 2
LRTWERE (Eld . BHERERE . FREIFHEES) 0T, BKRER?
P b7 v R—v A @IRIGE S IPEEGERE, IMEIEZ & e Mis - FERIEFORBUCER
T2 &, [9.1.2, 922, 9.8, 102, 11.1.2 &)

AHNOERMFT T D IRP 7V 2 —2PRHEEERIC LY (b= s r— AR RAFThH -
THIEMBAHPITE L, 7 b=y Anbobiv, 7 h TV R—=YRIZEDHZ b5,
ZELWIEED EFZ2EDRVEAN D D720, UTORICHETDZ L, [9.1.4 5]
VLD - WERE, RARIBOR. IESE. B OVE, ERURE. PPIRINEE, BRI E S ORER DR
LIISGAITIE, A SUIRT 7 M RHEEZ B OHREL ERT 52 &, REDNRBD LN
ARG AR L, EYARAEEITO L,
L2 BRI, A VA CRWREDIKTE, A AU RFIORESCH IR, R EEHIR, A
REL BYYE, BUKZFED AT 873 R=Y R 2B L0000 T, BIEE H0TITH 2 &
SBEEICK L, UToORERRET L2 &,

7 TV R—=U ADGER GEG - TRM:, BAEOR, MR, W Ve, MaUsk, MR R EE,

TR )

7 N7V R=Y ADGERDBFED SN G A ITIXE I EREEE A= 2T 5 2 &,
CMEENEE TR ELT TV R—VARRELL Y DT &,

[11.1.3 &[]

PEIR R, MR, ZIRD D WVIZIREOIERZ 2T 2 BHICB VX, TORKEELT D
EEBITMAITOREEZET D L,
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2 (A EoFES) IR+ AIEH

8.8 AFIHEIZ LA ERERDVPHRE SN TNDID, BEDOEKREBAICEET L L,
8.9 EMmBHERZEZFZLnHHDOT, WPTfER, BEHEOEIREICHESR L T BH 1T
G4 X3EET L2 L, (1111 2]

(fiFw)

8.1
KM BE R BRI 2 A REERELE LT, AFZELT 254100, BFICK UK
mﬁfﬁ%%wﬁ@ﬁﬁsowf+ AT D KO RE Lz, RIMAFEREDSER & L TIES D
DX, , ZEMEREE, EhE, FROSDZEERDLN, ZOXIRIERDIS bz GE
X, BEE %a@ﬁm%ﬁﬁﬁéﬁk,ﬁ@&ﬂ@%ﬁo_&o
(128 350 PR R i B RS o0 P2 35 5 B LS 3 > B RITE IR BRBIRTIS ~ = = 7L (EHREIfR
Frang) > Mk | (http:/www.info.pmda.go.jp/juutoku/juutoku_index.html) W42 = &)
ENAOEERRBAE R D, AVKR= AT LT HIIA A Y HE & OPFHRFCAAIRET
KM BEEGORBEENEVMEA N A LN TND Z &b, FEEFEHEE L TRE LR,
8.2
[ Nk DR IRERER D OF S BT RN D, 7'&%'&’51?& ZeGFR DIR TR H LA TND DT, Bk
A EMIICHMAT 2 & & biT, BHERETEFEICRBIT 2RI H > Uiz 518l
BT DONERHDLZENOEEFEHRE LT Tfuto
%72, eGFR 2% 45mL/min/1.73m? i (CKD A7 — G3b K OZ LV E ) OBEHRERE D
&5 2 BFERIFBE TIIARODEDTONRL RDIBENDH D120, KFOE LI THELE
SNV ENLEFEEFHEE LTRE LT,
8.3
AF 2 2 BBERIFOMPE = > b e — L SEE B E L CTHERT 254, IFEHE 2 S8R
BT L7 EREE oI BIEZT 5 L, —EMREMEHE L b BRmEEEICRT L4578
ERFONRNGEEITE, KV#EYEBZZ ONIIBE~OEFLEETHLHIEEFHSE L
TRE LTz,
8.4
[El N O B PR FR R CIIARAIE 512 I B 22 RIS BIE O G HFF LN HELL T\ D, £z,
EWNA ORI T, Mg B G O FBEIG N 7 7 B AR & ik U CARAIR 5
BTEWEADZEO LN TEBY, BA U EEOMREREEZ TR’ D, SHIT
ENA TR BN T, ﬁﬂ&%%;%A%&UAA%®%%@mﬁ*(7wﬁi%f)
FHHNHE SN TWD, BEZRIHRT O WIGEITITIR BEIEGE, PERREYYE) DB &
B, AMEES R OB OISR (T =), RIIES O BEARYYEICE D 2
ERd D, BEOWRELTFICBET L L LB, BE IR & OPERRIRG O FERE
IZZ DRALTTEZ DWW TS 20BN H D Z LBk LTz,
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VIl 224t (M EoyEES) (2B 5IHEA

8.5
EWNADERRRERIZ BT, 2R - BIRBEEFERORIEIGITT 7 AR & il U TARAI
H#%ECRWERMARD LN TND I E, £z, RRERABEEFZORBHEAILT 7 £ B
&l U TR 514 TE MBEINITER D SR TWZRWLA, 4, RS (RIRIRS), Ffis
OAMIERNZ L0 BAD Y 27 PR T 2 ATREMR BV, U@ 21T 5 WERHH Z &
DOIEBEFEHE L TRE L,
8.6
AROERETIZLY, b=y hr— AR BiFTh-Th, IEMERRHATTEL S h— X
BHODI, T ETY R—=VRZEDLZENRDHD, 7 TV F—=V ZAERBL LT WEE OIR
BICHEL, BlE2 01T ) L biz, BERROONTGAEITIE, ARG %2 1k Ui
O)7RALE AT O NS D Z L BRLH LTz,
F7o, BEIT N TV R—Y ZAOMEREFH L, JERAGED OV HA ITIXH0 I B
PIA%29 2 X 28T 5 2 LT, MU RBM M OWE 21T 5 2 L NEHERTZOLH L TV D
8.7
PEPRINEE, IR, ZIR& DWITIRADIER A 23 5 BFIZBWTIE, ARAOER+3IT5%
HTERWAREMER S D720, ZTOIRKELELET DL L b0, MAITORKEBSEST &L
BRZEEFHE L TRELE,

8.8
ARG LD RERAD D3 E STV D720, WEDRERANIERT 2 & 5 FE L,
8.9

AHBEIZ LY, RILPHERPE ZD2BEN03H L5 2 L0, @mrfE¥E, HBEIEOERREIC
WHEL TV LB IIRETDBRICITEEDLE L EXEEFHE LTRE LT,

6. RENDERZHAIIBEICAHTHERE
() &GHHE - BEEFOHLEE

I.BENDEREZHITHEEICHATHEE
9.1 BHHE - BMEEZEDHLEE

9.1.1 EIMEER T EZTNDOHSIUTIZHBIT 5 EEXITIKE
- b T TR RE AN A SR e
-K%KE%%\m&%%\Kﬁ@ﬁﬁ%ﬁﬁ\ﬁ$§@%®$EXﬁﬁ%%%
- L\ A B
CWEOT IV a— L EEE
(8.1, 11.1.1 &[]

9.1.2 fiAKkZREC LPLTVES (NI FO—LABHTARRDEE. SkhE. FIRFIHA
BEE)
(8.5, 10.2, 11.1.2 ]

9.1.3 FREBRRE. HBRBRFEOHLEE
JEREZ LS E BTN H D, [84, 11.1.4 B3]

9.1.4 1 RERFRZEH T IEMLTLEBEERVELERKRES
BHEEZRTHZ L, F ATV R—=V 22 EZTBENARH D, [8.6, 11.1.3 ]

H
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2 (A EoFES) IR+ AIEH

(a5
9.1.1
BETRIR OSTRFRI T D AR HIE L U R 2 i 2 Lo W ERE L ORI E L,
NS W SN DR ARNVE Y, BIBEEREALE R, BIBNLWSNDT
vxr7 Yy (BE), WEarTFaA R (E) bz ER S EL21ER RS20, Zh
O OFWARIIRMEZ = T2 nd 5,
CBREENDRN L, RFERNOEBRSIIKMELSEZ LT BN 5,
CE LD ERNE - FEESZ, BHDHVIXEERHICE LVEB AT ) LKA R Tk
ENDDH D,
« b — VIR C OB A &2 IHI 5 720, BERK S EEZ THIBRO 7 ) a—47
P LTV DRSS CTlY, AFZEIE T REICHET 2 L IRLESEZ 0
T RD2BENRH D, £, BAEDRIE CIHKRMEES BEINLT < R D720, EENYL
BLhrd,
9.1.2
SGLT2 [HEAIE G&ICHERBARRO L TEY, BAkEZEZ LT WRHRTE2RFOBRE~
DOEHIXEEIATOLERN S D Z EDLRE LT,
9.1.3
AAND 7V 73— ZPMAREE I KV, RS D WVIT &G A ] 2 LoV RiB & 7
D, REEYH D OITESRER 2 RE L TV D BREICBWL T, EREELSE58%
NHRHHZ b, HEICERGTHZ LA LT,
9.1.4
AANDOFRF 72— AP EERIC L0, 1 BURE R B3 IR AT L, 7 h—
VARBLDI, S NT Y R=VRIZELZENDH DL, Z0Ts, | BIERP A AT H1EME
ODARRBE K OMEEB IR ST ICB 0T, 52T 20ERD D, £, 1 BHBERFEEZ S
OF 3 2B E O AR 2B K OB IR B8 NAR OB GRR L 725 Z LA EL T RND
EIMBRIE LT,
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VI Z24tE (A EoEES) (BT 25AE

(2) BHmeESEEE

9.2 BEHEEEERS

<2 ZUHERRIR>

9.2.1 BEBEHEREEEREBHNTORABTrILES
fMpF= s hr— A SEE L L CTRE LW & ARFIO M FERABBIRFTE 20,
[5.3. 82, 16.6.1 &[]

9.2.2 REEBHEETES
M= hr—LEwmE B E LR GICHOWTIE, TOXNEMNAEEICHKTS 2 &, K
F O MpERE FERB 3 S nWalfEE RS H 5, [54, 82, 85, 16.6.1, 17.1.4 1]

BHELFE

9.2.3 BEBHAEEEEE
eGFR 7% 20mL/min/1.73m? A D EFH TIX, HKG DL EEIHWTT5 2 &, AR LH
\ZeGFRME T2 Z L 3% 0 | BHREREE D B LT 5 B0 % 5 eGFR A3 20mL/min/1.73m?
Hili D B LB & BT 2 BHRER R 2 0t & USRI 380 L Cu7euy,

<11 B im>

9.2. 4 mEBKEREES
eGFR 7% 20mL/min/1.73m? A D BH T, &G OLENEZHEITHWT5 Z &, eGFR 23
20mL/min/1.73m? Al D HEE TIX, AAIOBLREEN D 2 ITH SN2V ATREMEDR & 5,
Fio, AP GHIZ eGFR NME T T2 2050, BHERENSE(LT 28T H 5,
eGFR 7% 20mL/min/1.73m? A4 O FBHE % %t 52 & U7 BEARRBRIT S L Cuvievy, [5.6 28]

(a5

<2 YW R Jp>

HAN 2 BUBEIR B 2 xb G & UT- 3B ieatin 12 (1245.53 3BR) (2R T, AFH 25mg HilA]
Be5-TlE, IEWBHERRAE L, PSR L OEERRREREE AT VTRV TH RN
RIEITERD SN o Tz, £12, =37 Y 71 Py 25mg WA G-H O BHERERS S/ CITIER
REPRERE & BT AUCoo 3 <, EHSREREE O EAEAE DS B ME CHIIN U7, BREmE = 1T
PRIV TaY D Con \ZFBEE G2 7000572, LU G, [ENID 2 BUFEIRIFEE % k5
& LTEBROOFEMTIC 61T 2 AR EER R RE IR T B I, RBP4 ) OV i D %
BEIGN T 72 REEE R U CEi<, eGFR 73 30 LA | 45 Kiifi (mL/min/1.73m?) OHEFNIZIW
T, BEPIRICE TR EFS, REEGPEES, @Bl g Kk VB EE ORBLNAA
RIFECT 7 ARBEL B L CEWVMEA DR ST D, EWNEERRBRICE N T, PEERD
e BE B RE IR T AR O MBI A e <, EEEELL OB BERERE 2 A3 5 2 AU IRIR A T
IARAN O MBERE FER A2 DRV ATREMER B D, ARFIOE G OH IR A5 TEEICE
HI a0 ERHD 2 ENBERE L, (IVIL 10. (1) BHRERERE ] OEBHR)

<|& Ml A >

eGFR 7% 20mL/min/1.73m? Aii D B REMEE O &> 2 [BHE 163 2 FIRRBR AR O TIR ST
5L, BHEREREEIIAKOBEM ) XY Th HIRIERERDRT TV R—=v 2D Y A7 K+
LB, REOEEHIZ eGFR DK TARD HIVD Z LSS0 D, REIOEG A6 % {5
HIHWTT O MERDH Y, FEEEEOTOHRE LT,
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%

et M EOEERS) ([CHET5EE

©))

(4)

®)

<JE M >

eGFR 7% 20mL/min/1.73m? Aii; D B HEREREE D & 5 A 2 LA ATt G & U7 B R ERER 1 3 5 fi
LTWRWZ EDNBERE LTz, 728, 1245137 lBRClE, A7 U —=2 7KiD eGFR I}
20mL/min/1.73m? L LD BEEZxR E LTEY, ~N—AF A > T eGFR # 20mL/min/1.73m> A
WDBFN 253 FlE EnTz, £z, WBBEEGPICKHIBAARIIBAT LIS a0@ i s v
(72 o 2B A THARBIOB TG 7T & LT o, R_R—RZ T A D eGFR BlIH 7 /L — 7 fihfr
23T, eGFR 2% 20mL/min/1.73m? A D BF L TOH ZPEIL eGFR 28 20 PA |- 30 il
(mL/min/1.73m?) O BEHEM & FEEROBMZ R L7Z, LA L, eGFR 2% 20mL/min/1.73m? A
DEFEHITVETH Y, BITHFOBEITRBEA~OMAANIIGILE LTEY, FHiloARH D
B ARG Lo T — 213720, £, BREESIIAROBEM Y 27 Th HIRIREHRD 7
TV R=ZAD Y ATRF L2055 2 L, KRIOEEGHIZ eGFR DK TR@EO b D Z &
END, AFOEREGAEZEEICHET20ERH Y, FEEME DT ORE LT,

AFiRElEE BE

9.3 FFikeEfEE RS
9.3.1 SERKEREEES
BRMER OV e 2 FRAE & LTRGBS L Ty, [16.6.2 2

(fig)

VSN DS ERERRER 19 (1245.13 3BR) 103UV T, AH 50mg HAIRIHE G-I |2 ITHERERE S 1 C I
IEFHTHERERE & T AUC) o MUY Coax & B <, FPHEREREE O BIEE 2N SV EHN L 72,
ENERRRBRIZ BN TEREONTERERE D & 25 BE ~OM AR 2 <, ZeMEr i LT
WRW b, GRE L7z, (IVIL 10, (2) AFREREREERE ] OESM)

) AAOER S - ARITKO L B0 Th 5,
<2 UM PR >
W, RAICIEE L 7Y T r Y LT lomg & 1 B 1| EENTUL RN 5T 5, 725,
DR RGEIE, BilE OB L2035 25mg 1 H 1 EICHEST 5 2 LR TE 5,
BVEL A, (B >

Wi, BRACIEEL ) 700 8 LT 0mg & 1 1 1 IR # IR 555,

HERREARY OF

BESH TR

3T

9.5 1E4%
PEAR SRR L CTW D ATREME D & 5 M iE, AR & i bG837, 2 BRI EE TidA X
U BRSNS 52 L, AAOEWIEER (7> ) T, bt FORTHEOERSICH
7o DN~ DIRERIZ LV | B M OIRME DILRDPH|E SN TWD, £, B3R
(7 v F) THRE~OBITHRE SN TN D,
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(fiFah)

AN OUT: 8 D NTPERR~OFE GAIRFT SV TWRWZD, ZZRPEITRENL L TN 2 & BRI L
oo 72k, 221 HAG 90 HiOSEEY) (7> F) IZBWT, o r ) 7vn v a2kigks L
7o & &, BRMOPRNIAE OJLRESIE SIVTW D, E72, MIRT v M UC-= o R_7 ) 7r o %%
OG- ULz & &, MIRICIRV VSR RRIREE D338 D, IRiRimiR & B~ TR ST D,
Wb TSR LT D IR D & 2 I NI2IE, ARFlE 587, 2 BERWEEF TIIA v R Y »
ANELEHT D2 L,

A LW EREE LV, 8ER (5> k) T, AT ~OBITRHRE SN TND 2

(fiFa)

AEN s~ 5 L flide <, BREIIMYL L T RNWZ EnbRti L, o8, BT v
MZBC-mo 7 ) 7a v ERAfh Lc & &, b/ o sei B I8 G- 1 FEf# % ©
0.63, 45 8HFH2T5.00 TH Y, HAITT~OBITHRD LN TN D,

AT OmNIEET 5 2 &3S, RUE B TES T 25T LN Z EREE LU,

(M MR

9.7 MR
INRFEZ G & LTo AR O et 24818 & U 72 BRRARER 13920 L TVh722uy,

(FiFL)
MNREFRE LRI EM L TR 6T, REMROCAIMERHEZSN TR &b

FRE Lz,

8) =&

9.8 SE
— T AEFMRESME T L, BAER (0{8%) oBanERLsBEnnd 5, [85, 11.1.2
]

9.8.1 B mUEDEEE
2 HUBE PRI B A5t g & LI [E NN O BERREBR O DA MNTIZ BT, 75 bl EoBE T
I 75 REAT OB L Il L, ARK 25mg BE CHIKERD OFEERORIEIS D E o
72, [8.5 W]

(fEw)

9.8
— MRl E TITABBRENME T LTV 2 ENZ N L IEEREST D & & b2, AH
DIRFA~D 7V a2 — e TRGBEEORRZ b b9 2 &, £z, FriZmind TI3E
HHERE DR T R OIS~ DIEZMEDIR T ENOBATERZ ST LTV EBZLONDL Z &M
CIEETOMEND DT, BE LI,
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VI 24t (B FEoirEEs) 2B+ 5EA

9.8.1
2 RUBEIRIR B 2 5 & LT [E A O RRARFRBR O OF ST IC WV T, 75 3Bl BB TIE 75
AT DB L L, AH 25mg B THIRERD O EFRORBAEIG R EmN -T2 &0 b

BRE LT,

W]

7. fAEER

10. #HEEHA
ARANTP HHIMBEFIIXEICRELR E LTHEET S 9 23, —EBi% UGT2B7. UGTIA3,
UGTIA8 X NUGTIA9 IC L 2 /v 7 m VBB I L Rt s g 7 (v v vigEia g
& USRI RED 3.3~T 4% FET D) ), £z, RANLPHEEA (P-gp) OEETH
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NWR=NVDT VTR, A2 AL BT 2561%, TnbORFOBEELHRFTL5Z &,

RIAE L2 DU T, R 3E Sh R AR A o0 [ 3K BB i > S RIVE R BRI IR ~ = =
7w (EERERERNT) > MK (http://www.info.pmda.go.jp/juutoku/juutoku_index.html)

EZMITHI L,

— 113 —



VI, 222 (EfH EoEEs) B+ 5HEE
SR TR 2 BS54 % S5
MERE FEF A2 88T A 3K L R T A 2 L1 L v, ARF O MBS FVEH 2 R S 41, K
PRSI T A RN H D 2 e ORE LT,
IR VR 2 38055 9 2 S
MEERE FER AT 3K L OEHT A 2 L1 L v, RHIOMPEE TVEHNHT S5 ke
MDD EPHRERE LT,
F R
F7 ¥ RRFRAN S D DI —TRRIEEE ORI R I & OGFRARFZIE, BAKROMRIILED U R 7
DEIT 2 BF003H 5, EHT 25A101E, BEOREL FDICBE LR OEET5 2 L,
U 7 AL
U F o A8HK L OSFRARCIE, MIEY FULRBEMETL, VFULOERANER SN EBE
Nind s, PERTHE1CE, BEOREZ HDICBE LN BT L,
8. Al 1 H

1. BlERE
WORIWERN S Lo b ZEndH DD T, BIEE 72TV, BENRD b HAITIE
Weh A mIEd 572 Sl E AT 2 L,

(1) EXGEMER & MHER

11.1 EXGEMERA

M1 Em#E (1.4%)
RiFER o HoIND Z LD D, RMPHER DGR bNTZGEICIE, WEEEDRME
BT 57 C#URMEEIT) L E L, a-Z v av X —EHEKEOHARRIZIZT R
ORG-S 2 L, [8.1, 89, 9.1.1, 102, 17.1.3 ]

11.1. 2 Bk (0.3%)
N8, 2R, SR, MEEFEORRNH HOIBKNEDN D HAITIX, KRELHIIE
FOWMUIREZIT D T L, BKIZH] e & M ZE 4 & TofAe - ZERRIESE A F8EL L 70
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A MEA I 2 2 <0.1
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& U U IE 2 <0.1
m Y7 YR NifAE 2 <0.1
i 97 B 4 E 2 <0.1
Foth R AHRIE 2 <0.1
PR R P o FEED F 32 0.3
BISbL] 12 0.1
PRk 6 <0.1
IRAPED F 4 <0.1
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HIE R R 6 <0.1
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ERIVZ 2 <0.1
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ALBE 4 <0.1
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) a~E s o e 4 <0.1
TI= T I ) NI AT =
- 3 <0.1
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Rl AT 3 <0.1
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ZIHE 4 <0.1
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BE LR EOREFZROEELRAEFFRICRE L CE LR, BRNERIZOWTIE, AARANEN
FEREE CORENET e 7 7 ANV E VR b0 LT 5701, KRBRTRERALLETRTOFESE
GEIE L)

ICH [EIBRE S AHFE B AFER (MedDRA/Y) O E BRIV K OFEAGE CHEH

X1 DEUUTREH 2 M &2 U HA L TR

9. BRERERRICREIZE

12. BERBERRICRIZTEE
AANDOVERBEFIZ L0 L AHIARA T IRBERSE . 1 1,5-AG (1,5-7 > & Fr 7Ly b—L)
A2 7=, JREE MR OIS 1,5-AG ORERIRIL, 2 Fe—1 0SB L3k bR0no
THEETHZ &,

(fiFas)

PRE B ONALTE 1,5-AG (1,5-7 > & Ra 7 vy h—)u) I3HEIRBICRIT 2Rk 2R+ 52— >0
%@Ekbfmwanfwéﬁ,$ﬂ®¢%%$ﬁ;@,$ﬁ%m$ X, REEOERRRA X
PEE 720, ME 1,5-AG IHREA TR T LB BN D, AFIEGHIL, REESGMEL QG 1,5-AG
ORERERIZ T TIIME = b — A2l 5 Z LA TE RV, &E LT,

10. BEXRE

BESH TR

. BALOEE

14, BRLDOIFE

141 EFIZFEFOEER
PTP WEEDEAFNL PTP v — MOV L CRAT 2 L5 E+T 52 L, PTP v — hOiEd
BRIZ XL 0 | BEOSLAT S R~ U, ISR AL A R 2 LU CHERRIRR S0 EE 2 A0F
xRS D2 ERMESRLTND

(fgsn)

[PTP OFRAKIRIZOWT ) CEEk 8 43 H 27 HAF HHEHFEE 240 B, KUV 8 4F 4 H 18
HEAF HEGHERE 304 5) O LADLEHEIEIZLD, PTP AEOIEANC T 2 — AR EEEE
ELTEELE,
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VI 24t (B FEoirEEs) 2B+ 5EA

12. ZDDEE
(1) EREREAICEDCIER

BRE STV

(2) JFEERPREABRICE D < 1E#R

15. ZOt0FE

15.2 JEERPRERERICE D 1R

15.2.1 MR~ 7 R & iz 2 FERIAE 503 AVJRPERER (100, 300 & T 1000mg/kg/H) 1280
T, 1000mg/kg/ H O CRB IS O F AL OB GBD H v,

15.2.2 MEREZ » N &z 2 FRIEE 523 AVJRPERER (100, 300 & OF 700mg/kg/H) 1280
T, 300mg/kg/ H LA EORECREBRICHMAAIE, 700mg/kg/ H ORETRGRIE Y o SEio fi &
D3 AAEFE DHSIMAZR D BTz,

15.2.3 ~ 7 ZIZAK] 1000mg/kg/ H () KOVT » MIARK] 300mg/kg/ B () % KIER D B5-
L7c & DR (AUCom) (&, SKERARMESEHE (1 B 1[H 25mg) OENEIUK 33
BELROM19FETH T,

(fiFah)

MR~ A R OMERET ~ b 2 WS AFEPERERICI\W T, B~ v A CRIELS O F AL OB
m, #EZ > N RSB FHANE & ORGEIEE U > B A RO AE B DI 2 T 72
BE LTz,

M~ A THE, HAAAN 25mg/HIZH T HERRIRE RO 46 (512047 % 1000mg/ke/ H F THL- L
Th, BDAFHETRRO SN hotz, v A= /R7 ) 71a P % 1000mg/kg/ H THE L
T2 E 2 A, BIERORABENEI LA, 300mgke/ H TIERD N2> T, ZORE~ D A
OB PSS AR P T B U CREMI SRR AT L7 R, BRI 13~ o A IR SR 7o R 23 B G-
DIBPERI ORI 22 KA DZEM:, BIER OHAICHET 25D TH Y, b b~OSMEMIT
RNEEZ BT,

W7 >~ N TIE, HARAN 25mg/ HITEIT 2 EiIRIEEEE £ 0 53 f512F4 95 700mg/kg/ H £ TG LT
b, BDAFPETRRO SN hotz, T~ M= 7 Y 7 a3 % 700mg/kg/ B £ THRE L7
&2 A, 300mg/kg/ H LA ECHREBL O HEALAE, 700mg/kg/ H CREREIEE U > /8 0 1l 3 JE 0D %8 A6 4
HIMRERD HITZD, AR T v b OERMESCFA R AR EREOI RN G, WS b
2t h~OIMFEEIT W E B Z BT,
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IX. JERRARABRICEE 5 HE

X. JERRERAERICE T H18H
1. EERER

(1) EMREHER

VI SO BIS 2 HE ) 2]

(2) REMEEHAR

1) FARBRRERIC KA R

&

T X7 Y 7O 500, 1000 & TON2000 mgkg &7 v MZHEEREO#EE L, HARHESR IS
THEMERT LIz, T XCOMET, 5% 4 Rl TR0 & OE 72 k1 358
O LIRS T,

2) Lo AE RN BT R

DIVERIIKTH7 a7 74U T % invitro & invivo TELTZ.30 uyMETOZ X7 Y 7
7Y%, hERG 7YV U LERICK L TREE RIS RnoTe, £, 10 uM FTOT /37
U7mviax, EvEy MOEILIEG OEEEMNERRRRE], §# RSN, [EEEMIRE, A —
Ne=a— b, KRIEH BBV IEE, 77 b—%EM, ok ONGHE okt L TR 2 &
ESR) o7z, 2D invitro RERIZE Y, =X 7 ) T a Py, DEFOMIEEICES AR
FRAE FHRT D ATREMEIXRN Z & AR ST,

A X210, 30 X100 mgkg D=L /R7 ) 7aP o ZHEEREAOKRG L, D& RICTHEM
ZREt Uiz, BEHK 2~10 BEREIC 2 < BB O OHEIK TR b=, BREICKT 5%
BIINTHNOHETHLRD LN No Tz, LEBEXICZ N7 ) 7a vy LEE LB {bERT
PRI bivZe o Tz,

3) MR RIC KIE TR

7w MZ 500, 1000 & O 2000 mgkg D=2 87 ) 7y v ERERAOKES L, HERIZHT D
AR Uz, PR, 1 BHRARE K OV R Bk 2 B3GR b Rin o Tz,

4) T RONFHREIC BIET

5)

M OUTHERE IS X 2 B A Tl 5729, T v M2 3, 10 KO 30mgkg DT /37 ) 7y
EHRRRO#KE L7z, Nat (10 X T30 mg/kg), CI' (30 mgkg) KN/ /L —R (3~30 mg/kg)
DR HEED FH BARAFHI 72BN FE 0 L, JRIZFEEN EF L7z (10 XV 30 mgkg), £72, 1
TH SRS AR 23 BN L 7= (10 & O* 30 mg/kg) o

B E R T

Z v MZ3, 10 X300 mgkg D37 ) 7u P ABARROKE L- & &, 30 mgkg THHE
HEEDTLER A BT, Eo, WP » M3, 10 K030 mgkg D=2 /37 ) 7ry s
T HERNRE L, BRI T S ER e Lz, BROWA~DEEBIIH bR -T,
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IX. FERGRIR

ABRICPEd D IHE

Q) ZDithFEHER

D) B 7 v MBI DR EEIIRT 5 1EH

EIE B2 RS- RFHEE T v b2 AV T, KREROHEMERICKHT 2370 7 e
CUBBOEBERT LTz, 10mg/kg O 28 H [ E BG4 ISR IRERIZ LR U TR E 72 (R ER N
IR BT, BEEA~OEEI L) o> T2, BT A S R EBINIMHENE IR
BINENTEANC L D & DT, KD EMVEREOHDICL D DO TITRWI LARENT,

2) | BUBERRIBET V7w N O MFEEIC 3 2 1EH

ANV YRR VRBEIRIFET AT y FERWT, A R VA T D
AT XIIIEFER T o7 ) 7a P a i b L2 ML 70 o — AR FEHER 2 Mt LTz,
TR Z Y 7Y E 10mgkg 72 1 H2[E28 HE&G Lic, ARV UiktiA 77 F 1A
WOIATBAT L NT ) 7 D B ERETIE, AR VIRHA 7T 2 b 2 EEDIALEE LTI
FREEICMF 7 L a—ARENMET L, ZUDORERNS, =7 Tayromf 7 na—
ZARTAERIZA 2 ) & DN B IR IR LW E OEEF 2 45 2 L AVRE
iz,
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IX. FEHRARPABRIC

BI4 5 HH

2. S8R

() ERRS5EERER

TN Z Y T u YO ARGIZ K AR E, o W2 HV o BRI G R TR

L7ce v~ UAKRDNT v MTBT oaMEmEIE <, BUE&EIE 2000mgke & LEl- 72,

(2) REKRSSEHER

P H-f% %/
éﬁj@iﬁ/ 511/ AT piig s
SRifL b [mg/kg/H ]
[mg/kg/H ]
~UA|#RE/ - >500mg/kg/ H : FBEREIEIN, HFEE - BEE (M) #8500 K
Crl:CD1 |13 3@/ o, FRABEIER (KE), FRAEERE (), RMWEE
(ICR) |0, 500, 750, FatRiE ek (), JF/NSE A I 22 AL
1000 + >750mg/kg/ H : IRANE BRI AR (KE) , JRAE Ki67
Bo A S - Sy g (k)
- 1000mg/kg/ H : JRAIE BARRREESE (BE), SE1C 1 651 (KE)
v b |#R/ - >30mg/kg/H : FEEFEIEN, (REHINERCD, JRIMEK 100
Crl:WI - 26 BRI M ON13 | Haedh (M), mfrra—=x 7730 () 3
(Han) |3 [ OIRHEH] 4>, BUN G, JRAE, fhdalR (M), BFEEHM, M
i/ i () - MiRE D (), B HREIEE - Bk
0, 30, 100, 700 W Zefaft, BOVETRAEREM (K - FRRIRE A
AR (BE), JFHERRZE Rk
- 2100mg/kg/H : C1 (&) - MiGERA () WA, RE
BN, A b U BR (JE), U o SERN B i EREOR (BE)
JFEE S, BIETRAERMN (M), BElmZehait (k)
- 700mg/kg/H : Mt 1618 HE - K 1438 HHEIZHL,
BeEGH, WRAE, MRS (), ~~ b7 Uy M
(), ~E7 e Ed, ALP - ALT « AST - e
U A, Na-Cl () - 772> () Wb, 7
N bR ()
- ORIEHAR] « BFERE VLA BN, REHINERD (),
U LosEREL (M) - B fEREGED (6E)
A X - quyl - >10mg/kg/H : $K{# 10
=270 |52 & O3 | - >30mg/kg/H : IREHINERCD, BIBERR 22 b
HMOKRIER | - 100mg/kg/H : Bk, HPE, BEHERCD, RERD,
fil/ Na  Cl 4>, AST 840, 27 n =a—2d, ME
0, 10, 30, 100 PR /PR ABAE B
- REEMIM « FRE T RE T AR L
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IX. FERRIREAERIZB4 5 H

T R7 ) T u Y OFERERGEERER A, Crl:.CDl (ICR) ¥ 7 X, Crl:WI (Han) 7 v b
KO =T VRERNT, TRENEER 13 8E, 26 8RO S2 BEOMM CHEE L7z, hx
YaxxrT 47 ARBRICLY, HBICHW-WTRoOBMEICE T, SiRED RN
ol 7 ) 7 U ORHEBBEN RSN, BEOZ TRV a— R & i
LIEPERICEET 20 THY, ERFAE LT, REMMNERD, @E, mprsra—
2P, EAERL, FERA K OEMRE ARSI 2 ST S IEHEE O ZE 8 QN IR BB & O
RBEE DR DI BTz, JREMRR PRI —B L TEIRICA2 O, Frie L TIRM
ERIELOMEEER (1 X), BHELSE (Zv b, AX), RMWEEREE, RME LANE
FE, RAEFEIKIBTER R CIRMEIER (w0 R) RO BT, T o WEHORER TIIED 2
HUgGEEPHME L VIR o772, FomBICET 2@ EIIHE O TRR LIz, 4 XD
YRR BTN CRIRRE Ch o7z, 7 v M RO XOEFERERTH 4172 NOAEL I2351F 5
AUCo245 1%, HARN 25mg/HIZH1F %5 AUCooass D TIEX N 135 TH T,

() EEEEMHHER
TR T Y Ta Nk, BNy T ) — T D in vitro TORE Z AV 5 85T 285R 28 Bl
(Ames #BR) KOG AR RER (L5178Y tk~ 7 AV 7 3 —<ikBR) WO in vivo Bi5E
MRER (T v MEB/IMERRR) ICBWCEEE A RIS R o T,

4) HAREFER

2AER OB AFEMERBR %, Crl:CDI (ICR) ~ w7 A KO Crl:WI (Han) 7 v b CEMi L7z, M~
ATIE, HAN 25mg/ B IZEIT 2 BRI 0O 46 (5I2F %525 1000mg/kg/ H £ TOHEEZ S
LT, BNAFMEERD bhiehotz, T80 Y 700 B LB 1000mg/ke/ F
DR~ 7 ZNTHA LD, HAN 25mg/ HIZH1T 5 EFRIEZE & O 8 {5124 3% 300mg/kg/ H T
RO Lot TORE~ U A ORISR AT IR LT O RRRER A I L CEE
MU RET U 7o A, B IME~ © A TR 2 A 23 BE 59~ 2 18 ML 2 D Rifge i 72 FR A E
DIV, B OBAICHEET LD THY, b h~DOIMEMEITZ RV RISz, 1T >
N TIX, BARAN 25mg/ BI85 KRR & O 53 512/ 9% 700mg/kg/ H £ TH G- LTH, 2
AEIEIIFRD D7einoTz, HEZ » Moz 7 ) 7u v % 700mg/kg/ H TG Lz & 2 A,
ABRME Y o E O MRS 2 Hheny, HARAN 25mg/ HIZHRIT 2 BERIBE RO 19 (FICHY% 325
300mg/kg/ H TIHERRD BV o7z, ZOEBHIASZR 7 v MOBICEBEICALND HEDOTH
D, b h~OIEEITRNEE Z DAL, 300 XN 700mg/kg/H O F ~ b TRERIZ BEO R
HEDSF: HALTZAS, & ORI HEMBEMITA BT, MMBIERE DRD bR,
KRR X EE DR ERD & 7 v MY OARENERICE 2B THY, & b ~DIF
PEIE eV EE 2 bivTe,
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IX. FERGREAERIZBI 2 T H

(5) HfERAFMHER

b MR [mg/kg/H ]
i BT REE (5 . )
[mg/kg/H ] -
REh) — e | IR - iR R

ZHREEOERE TOYHK | 7> b #£H/100, 300, 700 | 300 (35) 700 (114)
FAIZET 5B
IR - B EFE A B4 % 5Bk 7wk #£11/100, 300, 700 | 100 (16) 300 (35)

THX | F&1/100, 300,700 | 300 (94) 300 (94)
HART R OHAEZORAEL DY | T b #r/10, 30, 100 100 (12) 102 (1)
\ZRFEN DFEREICBE T 2 3R

a) : BRERRLILIT, HA&EUBHERIE O AUCo24ss &, AAN 25mg 12351 % AUCo2455 D 6460nM-h & DR L L
THH L, 7 v FOZMRRKROEKR E TOYMIRRAEICET 2B 31T 2RI RIE, I8 - fIE%
BT HRBR TR LN PR axRT 4 7 AT =2 E AW THRBI L,

b) : F1 #ENSEMEIC B 2 R

TR T Y Tu Y OATEEARERBR Y T v KOOSR TERLL, =7 ) TP
%, 7y FERWEEZRRAOERE COYPEIEAICET 25T, BARAN 25mg/HIZEBIT S
FRIRIREE D 114 5 ORERE T, MR OER E COYMIRB LI EL RFS R oTe, =
PRTYTuYX, Ty PEROTYFICBWT, BAAN 25mg/H IR D FRRTEED 35 f%
KO 94 f5 DR & I REY EE 2 R SRV E RSB E RS Rhole, =37 ) 7n
D7y b ERAWE AR R AR O AW NI RE OMRRICEE T 23 BRI N T, £
B O — ML OV FLHAER O RICR T 2 MR8, BARN 25mg/ B2 % BRI E T &
DREP1fFETH-T,

(6) BFTHRIBMERER
TR T a D AR EI R T B EME TS 2R &7, IRFREAE HERD b oo T,
() FDhoiEisE:
1) g Ett

IR, Ty MRS, XEHWEBHRER T, =37 ) 7o DN HIEREITERD bR o T,

2) StaEERE
SR AT S AN UC- ™7 ) 7 1 2 e 5% DI RE DR K OB ~D53Afi 2 — i
PERRER, BRARGUBR ORI & SO TR L2/, @t Y 27 13hneEZ 2 bhni,
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X. EHRREEICEY ST E

T 4T AYMEIOmg, VX T A4 T v ACHE 25mg

X. EEMEHEICEYT H5IER
1. RERS
& A
AL TG 28 R HE
BRsy : =oX7) gay s
2. A

AR : 34

3. ERNRETONE

SR

4. FIRWEDEE

BRE STV

5. BERIITEM

BEMERLTA R A0
<FTVoLEBY ALY
Z OO BE BT EM

T 4T U AERBAENSBE S A

SHLTZER)

M
T2

.4

&
N o

6. R—m4 - FEE

B 3
CEE

AR OrANA

DERIEI, —W A OREITZR N,
:SGLT2 [LEHR (A 7Z7 7V 7ueyvy L-7ualy, #7)ryayrravly
7V a—)K, veA U e Ky, NRZ U TaTrKY,
7Y 7 wa k)

7. EFfREESEAH

2014 -4 H

8. WERTEREFABRUVARES, REEEWNHLEAR, RTHREAR

17 B (B2IM)

EE—EMEOLTTZEICIVENT L2 &

BREdE (RMP @ U R 7 e/ MUETEEh D 72 O IZAERL

TEIEAE TR U CEET _RE ] TXIT. 2. ZOMMoBEEE OmEA* 5

Hr7E4

BUEIREAGRAE R B

KRR

HAMh AL AEL R A H

HRFEBHAREEA

YT AT AR
#E 10mg

2014 4-12 A 26 H

22600AMX01387000

201542 H 24 H

20154F2 H 24 H

CXT 4T A
BE 25mg

2014412 A 26 H

22600AMX01386000

201542 H 24 H

201542 H 24 H
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X. BRI HEIEICH HIEE

9. MAEXIIHREEN RZERVARZEEMFOEABRVUZONRE

(10mg %E)

REEIE OVHIEH &8N : 202142 11 A 25 H
BN ENTZIEEITZNE 18O AR4
72720, B AR EOERERN IR EZ T TS EREICR D,

BNS T HER O &

<@ P>

W, RACIEm 7Y 7a Yl LT 1omg 2 1 B 1 BEFIARTSUIFEI SRR D#EET 5,

ZHREE N OV EH OB - 202442 A 9 H
VIR B PERE R

BINEh7-2h6e

2L REIBAEUTENITH O BE 2R,

BNE T HEROHE

<P R k>

W, RACIEm 7Y 7a Yl LT 10mg 2 1 B 1 BIFIARTUIFIRZICRD&EET 5,

10. FEERR BHEBRARFEABRUVEORNE

ML

1. HEEHME

2 BUpEPRE  (10mg $E, 25mg §E)

4] 1 20144 12 H 26 H~2022 412 H 25 H
@YEoA4 (10mg 8E)
44E[R 2 2021 F- 11 H 25 H~20254F 11 H 24 H
TP g (10mg $E)
44FERT 2024 4F 2 H 9 H~2028 42 H 8 H

12. REKIEHERICET SR
AFNE, B (B2 VNERE) BIFICET 2 HIRIZED DT,

13. £HEa—FK
I \ —
5% SHE A S Y N =2 = — | e | LET NERAE
e, sy | FOEERETE ) o o g | CE7 DERAE

EHELa— R (YJ 2= F) VAT L=

CXT AT A

;E;\l?();; 7 3969023F1023 3969023F1023 124012201 622401201

CXT AT A

X747 3969023F2020 3969023F2020 124013901 622401301

$E 25mg
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X. EERFEEIZPE9 % HE

14. RERIGHLDFEE

X T 4 T v ALE 10mg
(1) EBrora

AREHN DOBRESUTN RN T, 7272 L B DA R OFERER Ao iR 25 1T TV D REICIR B, |

EENTVWDHOT, RS> TUTHAEETHZ L,

(2) 1B

@O AREHNDOREXNTNRIZIB N T, T2 L, KREBEAR R UTENTATHh0EE 2R ) LS
TW5DOT, RS> TUI+DEETDHZ L,

@ ARBANDOZHREXIF DRI BIH T 2 HEIZH T, TeGFR 23 20mL/min/1.73m? A O B3 Tl
KA OBEEERARHF SN AROVEREM N H D 2 & | AFIRG-HIZ eGFR ME T+ 2 &
Win 0 BHEREREENEALT 2 BZNRH D Z L0 B EOMNEAEEICHET TS 2 L. )
FOY TTHEREGE) OHONEZ#M L, BRRBRICHAAN DN BFOE R (FRE, O
FISE, BHERRSE) 2 o0 B L7 BT IBMERIR ISR A KT A T EiT 22 W e
BHEBBIL BICREEZRIRT L2 L, LS T02 0T, ARFI OB GBLAIZ Y 72 - T,
AN OIS BFE T D & L7 B KON O 72RO % (eGFR OfEE & e, )
Z ORI A O R ERI R T D 2 L

(B34 11 A 25 B BAGEE R ERRE B REF 112552 7)
(B4 4 A 19 B BAGEE RBRERREBRS  RIEF 0419 5 1 75)
(B62 A9 Aft EAFEERBDERRER @B REZ 0209 52 )

1. 4. WEIEFERICEE LRI &Rt oESH

— 162 —



X. X #
1. 5IAXHE
1) fNERE BHSRERE A A9 5 2 AUEEIR RS &kt & U7 E B E R T AHRRER (1245.36 785%) (2014

2)
3)

4)
5)
6)

7)

8)

9)
10)
11)

12)

13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)

24)
25)
26)
27)
28)
29)
30)
31)
32)
33)
34)
35)
36)
37)
38)
39)
40)

12 A 26 H&GE, CTD2.7.6.4.9)

Sarashina A. et al. : Drug Metab Pharmacokinet. 2013 ; 28(3) : 213-9. (PMID: 23149871)

FENEEE AN 2 TUERIGEE 25 & LTz 4 RRE R G (1245.15 3%) (2014 4F 12 A 26 HIK
#, CTD2.7.63.3)

FENE R TR I35 5 PD ARBR (1245.16 3XBR) (2014 4% 12 H 26 A&, CTD2.7.6.3.1)
FENERE RPN O BFIERER (1245.79 588) (2014 4E 12 A 26 HA&RS, CTD2.7.6.1.2)
FENERE FIRIE (B Rr2onF 7Y KKK 7|3 R) & OEYMEAERRER (124542 30 (2014
12 H 26 A7, CTD2.7.6.2.17)

FENEERE  EINES AR R L VR e etk (124538 3R) (2014 4 12 H 26 H7&RR, CTD
2.7.6.4.10)

R BAA 2 BUBEIRIF B A B o[RS AIES T AH 24 5B G385k (124520 3BR) (2014 4F 12 A 26
H7&FE, CTD2.7.64.4)

FEPERE  EBRIE RS I ARAE R AR (1245.31 3BR) (2014 4 12 H 26 H#&FR, CTD 2.7.6.4.7)
FEPERE  [E NS AR OF L R B 55 (1245.52 5888) (2014 4F 12 H 26 H7KGE CTD 2.7.6.4.14)
FENERE A R Y 2 SRR & 9 5 2 BRI B et 5 & U7 E BR LR 5 T AHRUR (1245.33
#BR) (2014 4F 12 A 26 H7&#R, CTD2.7.6.4.8)

FEREEE BN 2 BUEIRI R 2 R & LB RERR E AR (1245.53 3BR) (2014 42 12 H 26 H
7K, CTD2.7.6.2.8)

Macha S. et al. : Diabetes Obes Metab. 2014 ; 16(3) : 215-22. (PMID: 23859488)

Macha S. et al. : Diabetes Obes Metab. 2014 ; 16(2) : 118-23. (PMID: 23859534)

FENEERE - ERBSIEFE AR (2021 4F 11 A 25 H7&#R, CTD2.7.6.1.1)

FEPERE - EBESEE S ISR (2021 4F 11 A 25 HA&GR, CTD2.7.6.1.2)

R R ERRLE S MARRER (2024 4F 2 A 9 H7&GR, CTD2.7.6.1.1)

Kanada S. etal. : ] Diabetes Invest. 2013 ; 4(6) : 613-7. (PMID: 24843716)

FEPVEERE « EBR L) S AR SR (1245.110 3X5R)

Sarashina A. et al. : Clin Ther. 2014 ; 36(11) : 1606-15. (PMID: 25199997)

Terauchi Y. et al.: Diabetes Ther. 2019 Jun; 10(3): 951-963. (PMID: 30912033)

FENEEL © A R Y R & O OF AR Bl G

wHHIED  AEPNERE w2 AR b G & U ROEIRSE R BRI EAR ([EIPN LS AR 7 1% BRR
AR ¢ 1245218 #ER)

Hirota Y. et al. : Diabetes Ther. 2024 ; 15(2) : 533-45. (PMID: 38216831)

Gerich JE. : Diabetic Med. 2010 ; 27 : 136-42. (PMID: 20546255)

FENERE  FEERRENIEBEEAER (in vivo HE[A]) (2014 4F 12 H 26 A/KGE, CTD2.6.2.2.4)

Thomson SC. et al. : Am J Cardiol. 2019 ; 124 Supple 1 : S28-S35. (PMID: 31741437)

Zelniker TA. et al. : J Am Coll Cardiol. 2018 ; 72(15) : 1845-1855. (PMID: 30075873)

Griffin M. et al. : Circulation. 2020 ; 142(11) : 1028-1039. (PMID: 32410463)

Park SH. et al. : Cardiovasc Diabetol. 2020 ; 19(1) : 19. (PMID: 32070346)

Oh CM. et al. : Korean Circ J. 2019 ; 49(12) : 1183-1195. (PMID: 31456369)

Abdurrachim D. et al. : Cardiovasc Res. 2018 ; 114(14) : 1843-1844. (PMID: 30295756)

Tomita, I. et al. : Cell Metab. 2020 32(3) : 404-419. (PMID: 32726607)

Li C. et al. : Cardiovasc Diabetol. 2019 ; 18(1) : 15. (PMID: 30710997)

Das, N. A. et al. : Cell Signal. 2020 (68) : 109506. (PMID: 31862399)

Lin B. et al. : Cardiovasc Diabetol. 2014 ; 13 : 148. (PMID: 25344694)
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(2023 4£9 H) Risk Summary
Based on animal data showing adverse renal effects, JARDIANCE is not recommended

during the second and third trimesters of pregnancy.

The limited available data with JARDIANCE in pregnant women are not sufficient to
determine a drug-associated risk for major birth defects and miscarriage. There are risks to
the mother and fetus associated with poorly controlled diabetes in pregnancy [see Clinical
Considerations].

In animal studies, adverse renal changes were observed in rats when empagliflozin was
administered during a period of renal development corresponding to the late second and
third trimesters of human pregnancy. Doses approximately 13-times the maximum clinical
dose caused renal pelvic and tubule dilatations that were reversible.

The estimated background risk of major birth defects is 6% to 10% in women with
pre-gestational diabetes with a HbAlc >7 and has been reported to be as high as 20% to
25% in women with HbA1c >10. The estimated background risk of miscarriage for the
indicated population is unknown. 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.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk: Poorly controlled diabetes in
pregnancy increases the maternal risk for diabetic ketoacidosis, pre-eclampsia, spontaneous
abortions, preterm delivery, and delivery complications. Poorly controlled diabetes increases
the fetal risk for major birth defects, stillbirth, and macrosomia related morbidity.

8.2 Lactation

Risk Summary

There is limited information regarding the presence of JARDIANCE in human milk, the
effects of JARDIANCE on the breastfed infant or the effects on milk production.
Empagliflozin is present in the milk of lactating rats. Since human kidney maturation occurs
in utero and during the first 2 years of life when lactational exposure may occur, there may
be risk to the developing human kidney.

Because of the potential for serious adverse reactions in a breastfed infant, including the
potential for empagliflozin to affect postnatal renal development, advise patients that use of
JARDIANCE is not recommended while breastfeeding.
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4.6 FERTILITY, PREGNANCY AND LACTATION

Effects on fertility

No studies on the effect on human fertility have been conducted for JARDIANCE. Studies
in rats at doses up to 700 mg/kg/day, do not indicate direct or indirect harmful effects with
respect to fertility. In female rats this dose was 90- and 155-fold the systemic AUC exposure
anticipated with a human dose of 10 and 25 mg.

Use in pregnancy (Category D*!)
There are limited data from the use of JARDIANCE in pregnant women. It is recommended
to avoid the use of JARDIANCE during pregnancy unless clearly needed.

Empagliflozin administered during the period of organogenesis was not teratogenic at doses
up to 300 mg/kg in the rat or rabbit, which corresponds to approximately 48- and 122-times
or 128- and 325-times the clinical dose of empagliflozin based on AUC exposure associated
with the 25 mg and 10 mg doses, respectively. Doses of empagliflozin causing maternal
toxicity in the rat also caused the malformation of bent limb bones at exposures
approximately 155- and 393-times the clinical dose associated with the 25 mg and 10 mg
doses, respectively. Maternally toxic doses in the rabbit also caused increased embryofetal
loss at doses approximately 139- and 353-times the clinical dose associated with the 25 mg
and 10 mg doses, respectively.

Empagliflozin administered to female rats from gestation day 6 to lactation day 20 resulted
in reduced weight gain in offspring at >30 mg/kg/day (maternal exposures approximately 4-
and 11-times those seen with a clinical dose of 25 mg and 10 mg, respectively). No adverse
effects on postnatal development were noted at 10 mg/kg/day (maternal exposures
approximately equivalent to those seen with a clinical dose of 25 mg).

Specialised studies in rats with other members of the pharmacological class have shown
toxicity to the developing kidney in the time period corresponding to the second and third
trimesters of human pregnancy. Similar effects have been seen for empagliflozin at
approximately 11 times the clinical AUC exposure associated with the 25 mg dose. These
findings were absent after a 13-week drug-free recovery period. JARDIANCE should be used
in pregnancy only if the expected benefit to the patients justifies the potential risk to the fetus.

Use in lactation

No data in humans are available on excretion of empagliflozin into milk. Available nonclinical
data in animals have shown excretion of empagliflozin in milk. Reduced body weight was
observed in rats exposed to empagliflozin in utero and through the consumption of maternal
milk (see Use in pregnancy (Category D)). Adverse effects on renal development have been
observed in juvenile rats treated with other members of this pharmacological class. Similar
effects were seen with empagliflozin but the findings were absent after a 13 week drug-free
recovery. A risk to human newborns/infants cannot be excluded. It is recommended to
discontinue breast feeding during treatment with JARDIANCE.

*k 1 : 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.
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8.4 Pediatric Use

The safety and effectiveness of JARDIANCE as an adjunct to diet and exercise to improve
glycemic control in type 2 diabetes mellitus have been established in pediatric patients
aged 10 years and older. Use of JARDIANCE for this indication is supported by evidence
from a 26-week double-blind, placebo-controlled clinical trial, with a double-blind active
treatment safety extension period of up to 52 weeks in 157 pediatric patients aged 10 to 17
years with type 2 diabetes mellitus and a pediatric pharmacokinetic study. The safety
profile of pediatric patients treated with JARDIANCE was similar to that observed in
adults with type 2 diabetes mellitus, with the exception of hypoglycemia risk which was
higher in pediatric patients treated with JARDIANCE regardless of concomitant insulin
use.

The safety and effectiveness of JARDIANCE have not been established in pediatric
patients less than 10 years of age as an adjunct to diet and exercise to improve glycemic
control in type 2 diabetes mellitus.

The safety and effectiveness of JARDIANCE have not been established in pediatric
patients to reduce the risk of:

+ cardiovascular death and hospitalization for heart failure in patients with heart failure.

« sustained decline in eGFR, end-stage kidney disease, cardiovascular death, and
hospitalization in patients with chronic kidney disease at risk of progression.

+ cardiovascular death in patients with type 2 diabetes mellitus and established
cardiovascular disease.

EU O¥sft e
(202441 A)

4.1 Therapeutic indications

Type 2 diabetes mellitus

Jardiance is indicated in adults and children aged 10 years and above for the treatment of
insufficiently controlled type 2 diabetes mellitus as an adjunct to diet and exercise

- as monotherapy when metformin is considered inappropriate due to intolerance

- in addition to other medicinal products for the treatment of diabetes

For study results with respect to combination of therapies, effects on glycaemic control,

cardiovascular and renal events, and the populations studied, see sections 4.4, 4.5 and 5.1

4.2 Posology and method of administration

Special populations

Paediatric population

The recommended starting dose is 10 mg empagliflozin once daily. In patients tolerating
empagliflozin 10 mg once daily and requiring additional glycaemic control, the dose can
be increased to 25 mg once daily (see sections 5.1 and 5.2). No data are available for
children with eGFR <60ml/min/1.73 m? and children below 10 years of age.

The safety and efficacy of empagliflozin for the treatment of heart failure or for the
treatment of chronic kidney disease in children under 18 years of age have not been
established. No data are available.

4.8 Undesirable effects Summary of the safety profile
Description of selected adverse reactions
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Paediatric population

In the DINAMO trial 157 children aged 10 years and above with type 2 diabetes were
treated, in which 52 patients received empagliflozin, 52 linagliptin and 53 placebo (see
section 5.1).

During the placebo-controlled phase, the most frequent adverse drug reaction was
hypoglycaemia with higher overall rates for patients in the empagliflozin pooled group
compared with placebo (empagliflozin 10 mg and 25 mg, pooled: 23.1%, placebo: 9.4%).
None of these events was severe or required assistance.

Overall, the safety profile in children was similar to the safety profile in adults with type 2
diabetes mellitus.
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