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1. FAROERE

T AT UAEE (LG =Rk T ) T Tr) i, RX=U U —A U NANA BEECH

FENTZF Y UL - Za— ZLEREEHER 2 (sodium-dependent glucose co-transporter 2
SGLT2) FHEHITH 5,
B A > A Y CIEEKAFRNC I OFIEEIZBI 5 L T D, B/MERIZIE W CRIR IS HEE S 1
o7 a— A%, BORME T 9%, ERFRINSTWD, BIZHEIT 5 70 a— A FRILD
#990% 1%, FEITIALIRME 2B 5D SGLT2 IZ L » T Th v T 5, AL, SGLT2 #HE L,
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F72, AANL SGLT2 1ok L CTHENZEIRMEZ R L, TOMENERMRET 2 Z &0, —
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EWNAMZ I T D IEEIR, ERRBROFE R LV Vv T ¢ 7 A8E 10mg & Y 25mg DA ML Y
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HE » 2R E LT 2014 4 12 A& Sz, Z2d, WMV T S 2 BUBERIFIRFEEK L LT EU
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BA 2 AL HE ) 120 » CRMIBEREORZ ML 57280, Ll Y 27 D@ 2 BUFERIp
BEZHE L L TEM S N7~ EMPA-REG OUTOCME® (1245.25) iBROFERICHES &, 8L
RSOOSR AT 72 B3 % Btk L7,

FEIRIF G OFOA 2 b 72 WA SBEHENME T L@ O ReBE 255 & Uiz, AR 10mg
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BT, WRIFEAIFOFEL DRV EEBRM RO TN B DA REEFE 2SR L LT,
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TIX 2022 42 A2, EU TiL2022 43 HITAR I TV 5,

Fio, BERFGOFOR A D2 WVBIRBHEITO U 27 B3 d 8RR RS 255 L L,
AF 10mg 2 725 T AR IREABR (B W THRIME M VZ BN HERR SN2 2 LD, 18R
B L6t U ClI iR T 2720, P % F 4 7 2 ABE 10mg O 8L I 78 7k 8 3 T — B 28 KGR FA 25
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4. BEFERICEALTRAMI NS
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BEMRIES A RS54 2% | i 24, SRE

RMP A | (TT. WEEICEET %A 6. RMP OE | OIEHAZZBRT 5 L)
BMD D A7 B/MEEBE U | B | - ERCEE T G -

TERR SN TWDEH VX T 4 T v AEE 10mg + 25mg i EAH O RBFEV (2 BUBER )

X T 4T U AGE 10mg B IEMEH OBV (BHEOARE)
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PR A oo B R T X F 4T AE 10mg
(1) 1EBHLRE
ABUHNONRE TN RIZIBNT, (7272 L, 1B DR 0RE R

TIREEZ T TV DHRBRFICRD, ] L INTNDHOT, EHICY -

TEHEHSEETHZ L,

(2) 1&MEE g

O ABANORE TN T, T2 L, REIBEREXILHEN
HATTOERELRLS, ] LINTWVWEDOT, HHIZY > TiE+
SHEETHI L,

@ ARBA|OHHE T RICEHET 2 EEICB VT, [eGFR A
20mL/min/1.73m?2 i 0 B T, AHN OB EEVE R 23451045
DNRWAERMER S D Z & RAEEGHIZ eGFR BT T 52 &
NHY ., BHREREENELTIBZNANHDLZ LD, H5O0
PPEAEEICEMT A 2 &) RO TTERRAGE | OTHONE % #
ML, BERRICHEAANONZBHEOE R (FURE, PR,

BXRERESE) A4y ICHE LT BT, BMEBRE IS T AN A RS
AR DBMEESEESEIC, WISREZEINT D L,
&éﬂf%é@T\$@ﬂ@&5%%ﬂ%k01m\ﬁﬁﬁ®ﬁ
IS T D &I U7 KON O 7= FE R %% (eGFR
D% ETe,) Z2EMMPMEORMEMICTEH T2 &,

(BF3 411 A 25 Bt BAFBERERERGESER  REZK
1125 %2 &)

(BRI 444 719 Af BEAFBARRRERRE BN (RER
0419 55 1 &)

(BFfn6 2 A9 Bft EAVEHERBBERRRE®M RER
0209 %5 2 &)

(IX. 14. BT EOEE ] OEBMR)

5. RBFHRUVRE - EALOHRER
(1) &AEBEH

FEHAL Y A 7 EHGHE A RED b, BWUNTEmT D 2 L,
BEFEAL U R 7 EHEHE

AFO TEFSY A7 EHEGHE] 1 PMDA A—AX—VIZARINTND
RMP #& 5t H—&
https://www.pmda.go.jp/safety/info-services/drugs/items-information/rmp/0001.html
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REMREEE
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- R bE - B < DE Y AT OEOEE O 5.
- PRI =iy DMt
© PRI Y o VR - EE A~ OB RO R 2N
- IR B Z BT 5 G RERD OLREE~ORE | - BEERERE ~OR GO M
- 2R - HIR - R « FHEBERS & B ~ DR G- 022 4k
N UK LD b
TV R—=V A

AEICET SR EE

A FEE T TORYEMITIT 5 2 RS RN EE 5T 2 A 401
fEHSRRE T CO@EE I 1T 5 2 BBEIRITEH (T 2 A 50k

| FRRICES RO 12 OIEH) | BRICEAS LY R ByMbiz D DIEH)
EXaTeMERHBEOME ) 29 B/MEETEI DB E
BEOEERTEMERTY BEOD YR &RIMEES
EBMOEERREMERTY BID Y R &IMETEE
- REEME A (B A RBE ExI% e Lz CEREFEE T ER (P T 4 7 ABE 10mg -
R BT % F ) 25mg @ IEMEHOBRY) (2 BUBEIR) OERL &
- FEEGE R IA (R PER IR B 2% s Lz e ft
RIS 5 iE) C ERREHE T EM (%7 4 7 A5 10mg i
HOMICET AAE - REROHEOHRE EfEH OB (BILARE) OFER L fit
e L C ERGEEEZNTEM (Vv T 4 7 AHE 10mg
TS EEHOBRE)  (RIEBER) OfEk L 2k
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HE ) REINE) DR & 1R
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0. AW 25 E

(1) #0

VXT AT AE10mg, VT 4 T 2 ANE 25mg

2 #* %

Jardiance® Tablets 10mg, Jardiance® Tablets 25mg

Q) AFDH%

Ja (RPT 47, KA VEED” Yes”) & Radiance (FEX) 705 2 FUPEIRIF D HEE S AITRE~D
ROT A TIEE 52 53A LW BE

2. — B A
(1) #n & (4%

X7 Y 7aPy (JAN)

2 * % (andik)

Empagliflozin (JAN, INN)
@) R T LA
SGLT2 fHFEAI  -gliflozin

3. EEARIERHER

)
o O

4. FFXRUSFE

éj\%ft . C23H27C107
5318 1 450.91
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5. & F & (WM&E) XEIFE

(B 4) (15)-1,5-Anhydro-1-C-{4-chloro-3-[(4- {[(3S)-oxolan-3-yl]oxy} phenyl)methyl|phenyl } -
D-glucitol (JAN)

(RA%) (18)-1,5-7 > & Fa-1-C-{4-7 v a-3-[(4-{[3S)-FFV/ T V- 3- A N]TF I} T ==
JNAFN]T = =)W-D-Z7 )V b—/L (JAN)

6. BR4A, A, BS,

BH%%E 5 : BI 10773

=85
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M. A3 ICEY $EE
1. MBELFHLE

(1) 58 - 1R
HENDEABDHRTH D,

(2 & @&

AB =L RREITICL L, =& 7 —b (99.5) 12Tz <, KD Tz vy,

AR~ DIRIRE (S5iR)

VA it TAFRE  (mg/mL)
0.1mol/L 0.30
Mcllvaine #EE#E pH4.0 0.21
Mcllvaine #%fE#% pH7.4 0.14
) m B M
I 7 L
4) ghe (DER), HBR, HESR
B 150°C£2°C
(5) ERIGEFEBETE R
A LW (LB LZRVY,)
(6) HERRE
Log D (pH7.4)=log P=1.7
(1) Z0hoE 4 RIEE
FEEYEE (o) 2 :9.99° (A& ) —)VIRHK)
2. AT ODEEEHTICHETIRER
PRATSAT: PRATHIM LRATIEHE i L)
. “HEHORY) = F L UAE
EHIRAFRER | 25C, 60%RH 60 % A o Zib7e L
+7 7AN=FT A
. “HEHORY) = F L UAE
IR 40°C, 75%RH 6 % H el L
+7 7AN=FT A
REE | 80°C 2 A PP
W WE | 40°C, 75%RH 2 B ik
. R il L
R BR Xt/ TR
b 1.2X10%lux * h | Z5 [
(519 W + h/m?)

) FHEEE  rakBrsig) - Mok OMED, MIEERER, K4,

==g=N
JAS=zA
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3. AWM OHERHARE TEE

fifere T BRIA
PRAMRUL A~ S VRE T
ks m~ 777 4—
ik

kv~ 777 4—



IV. A4 5IEH

V. REIZEHISEE

1. #l i

(1) FIRz DA
Mot Ty T 4 T ALE 10mg VYT 4TV AGE 25mg
FIE REEAD T )V b3 — b

(2) HWEDONERR IR

B2 4 X T 4 T ABE 10mg X T 4 T AE 25mg
I 510 — @ —
K& & 9.1lmm 11.1 X5.6mm
IERS 3.65mm 3.8mm
HS 257mg 206mg

3) FAIO—FK

YT 4T ABE10mg & S10
X T 4T U AGE25mg ;A §25
4) HEF|DOYE
EEERR L
(5) ZD1th

L

2. HEHIDHARL
(1) S GEMERS) OEERUFHME
Hr7e 4 X T 4 T 2 ALE 10mg VX T 4TV AHE 25mg
. 1 &g 1 &g
VS I\
ki Ty A7 Y 7Y 10mg Ty 7Y T 25mg
KT, it rr—2, B RexFsFrbilbvin—X, ZaAxAh)LR
WA oO—AF hY A BEEKSABR, AT TV USRI UL, B A n—
A, BbTFH v, BT, w7 ma—)L 400, HE= " bk

() BREZORE
AR L
(3) e

BEARSANA
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3. RTBREOHRRUVEE

BARMANA

4. AHif

ML

5. BATHAREMD & 5 KMW
[T DGRBS, S BRERR DR D rIRetED & %

6. RADEREHRTICHITHREN

RIS LRAFHIM PRAFI R il gL
B} PTP G334,
1 R | 25°C, 60%RH 36 » A ) 27 L
FWIRG AR Z T 24
B} PTP G334k,
TN R 40°C, 75%RH 6 % H . b7 L
w75 A |
IR T 60°C 6 »H w7 ARER | B/l
Wr 25°C, 60%RH B R K OV JE D 28
i YR 30°C, 75%RH 6 » A et 7 AN | 1k, 40°C75%RH (2T
E 40°C, 75%RH 3 FEE) DB (A )
is Xt 2T TR | 12X108lux+h
it o ' Ho 2 —1 | B L
x (250W + h/m?) oLk IAT 24

) RHEEE - T8EH] - 1 7 e AOMEIERIE COLEMERBR) ([THESSHA OME, &, B, g,

tanlids)

7. REERUVBBREOREMR

M LA

8. fhHlL NESEL (MELFHEIL)

ML

9. B

H RS HEEBRIE S FAVEIiZ &Y

RRZAT O,




IV. A4 5 H

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

YLD

(2) a%

<X T 4T v ALE 10mg>
100 ££[10 $2 (PTP) X 10]
700 $E[14 & (PTP) X50]
500 $E[R, /37]

<UXT 4T AEE 25mg>
100 $E[10 &£ (PTP) X10]

Q) FREE

i

224 L7

k=l

4) BEOHE
PTP % : PTP v — k(£ RUMbE =/, H: 7L I=0 L)
e 7AW BT T7R), ¥xvy7 (@B, % (RV=FLoro—h RI=FL
VT 4V
11. RlgiRtShHEME
MR L
12. =0tk

B LR



V. {ERICEAT 5 EE

V. ARICEIT HHE
1. PEEXIEHE

4. WEEX(TZHER

<O xT 472 REE 10mg - 25mg>

O2 BHERTR

OxT 4T REE 10mg>

Ot LT2

L. BELDTLOBEENGTAREZTTLLEEICRS,
OlgitBhigss

L. KRBT EXEEMBITHFOEELZR L,

2. MEXTHRICEEST HEE

5 MREXRIIBRICEET HFE

<2 BUEPRYR>
5.1 AFNZL 2 BIBEIRIN & 2 W SN2 BE T L CORME L, 1 BBEIRF O BEITIT R G2 L2
WZ &,

5.2 AFIOWHIXDH &> UOFERFIAE DO IATH 5 B ERIE ERIEE 01T 72 LT
EBR G IR BESTHZ &,

5.3 B RERE B UTENT P OR B AR SRE CIIARF O MR TIERA SR C& 720z
W, BH LW L [82, 92.1, 16.6.1 B ]

5.4 5T HERERE T BE TIIAK O MUBERE TR +20I1215 DALVRWATREMEN & 2 D THG-0
VBV A EE RS2 2 &, [82, 922, 16.6.1, 17.1.4 B[]

<BHELTE>

5.5 TERIRAGE) OHONEEZRI L, BRRBRICHAAN DN BFOW R @HHESE) &+
PR L7 B, WINEEEZRINT S5 2 L, [17.1.5, 17.1.6 B

<EHERER>

5.6 eGFR 7% 20mL/min/1.73m? Kiaii D HE T, AR OB LRFEER D+ 1245 B IV ATREMED
bHHZ L, KABRGHIZeGFR MET T2 03H 0, BHERSNELLT IBZLLRH D
ZEnD, BHEOLERAEEIZHET S Z &, eGFR A% 20mL/min/1.73m? Al O B % %t
G & U= BRBBRIT I LTy, [8.2, 9.2.4, 17.1.7 BIR]

5.7 TERIRAGRR ) OHONEZEF L, BIRKRBRICHA AN BB o5 (RE~E, JFHZK,
BHERESE) & o0 I ZBRR L7 B O BMERIBN IS X 2 A KT A LTI D i R ECE

SEENBEZ BB\, MINEEEZRIRT 52 L, [17.1.7 B

&

(fia5)

AANL, TR O MRS T ROBRFEAEICET 204 RZ A4 CERL2247 H 9 H, AR

HH 0709 55 1 5) 1Th > CHERABR A2 FE0E U, BMURIE R OOFRBEIC BT 2/ 2 ONC %

BRI TWD LRI SN2 &EnD, KEIOWRE - 8% 2 BRG] & LT,

5.1 ARFNZ, 1 BUERFBEFICRT 2 - BEMITRFT L TORWI &b, 2 BIUEERE &
W ST BB L TORMER T2 2 &, AAIORGRG %2 AT 5 72 DI IE LT,



V. IBICET 2 E

5.2 2BUBEIRIG ORIV TIE, T RFHE, EEREL 20T -o729 2T, MhEE» =
YRR TERWGEICEYRIEEAIT O NERS D Z bRt LT,

5.3, 5.4 ¥ESCEME SN BHSRERE 2 AT 5 2 BB R ERE 2 5 L U EELE S I AR
B D (124536 iBR) (ZhW\ T, BEEEEEREEESRE (eGFR 2% 60~ <90mL/min/1.73m?) X
VPSR RERE E R (eGFR 2% 30~ <60mL/min/1.73m?) TlX, 77 BAREEL ik L TA
# 10mg B (EEEEBREREREE B D A) KT 25mg BE THIGHFAAICAH Z 72 HbAlc (NGSP 1E,
ANCOVA : p<0.0001) DX TARBD SN TWNDHA, EFEEBHAERERE (eGFR 28 15~<
30mL/min/1.73m?) TiX, AH| 25mg B L 7 F7 AR E ORI HbAle DB EIZET 5
BERAZT DN TR, SbIZ, PEHEEBERERESTREZ 28 (CKD 27— G3a:
eGFR 7% 45~ < 60mL/min/1.73m? & U8 G3b : eGFR 73 30~ <45mL/min/1.73m?) |Z43 ) 7=fi%
HrCIE, HbA L IZH T D BIT CKD A 7 — VY G3b BE DI ME - - E ST 5,
eGFR 45mL/min/1.73m? #&jii (CKD 27— G3b KOEN LV FE) OBBEEERE O H 5
FHTEAAOMBERE FMERRSE LR RDBETNRH 5720, RFIOEGOHIEEZE DT
BEtT 20BN H D Z ENHRE LT,

5.5 RENOFERIZHT= > TiX, BIREEORKREIHAAN DN BFE OB R L 7B L
7o BT, BISEEEZRIRTOIMNERS DI ENORE LT,

5.6 1245137 RERTIX, A7 U —=2 KD eGFR »’ 20mL/min/1.73m? LA LD EE 2541 & LT
BV, _X—=RF AT eGFR A 20mL/min/1.73m? K O BE N 253 Bl G iz, 7=, B
P 5 R A RITBAT LG S 0Bmr ALEZ 72 o 12354 T O AFI OB 5130k il &
LT\, N—=ZF A HED eGFR BIY 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 72 20mL/min/1.73m? K O BE BTV CTH 722 L 2B E
Z, ZIODOBETIEIAROEEONLENEAEEIHB L, RFIOEE-0O P IE %25 o THRE
TOMERSDHZ EMBRRE LT,

5.7 1245.137 HEBRICIB N T, ARMER OV OFEix 5 & 72 - - G M OB & s £
2, ARNOBEEGIZE L IR O G BE S m x0T 508N H D 2 & ZiEEN
v R NN DY

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

3. AERUAE
(1) AZERUVAZOMEHR

6. AZERUAE

<2 BUHERRIR>

W, RAICIET 7y 7Y LT 10mg 2 1 B 1 BIERRTITHE%IcRo&kE5Ed 5,
2B IRAT SR AT, A ICBIEE LN D 25mgl B 1 ENCHET 2 Z LR TE 5,
EHLFLE, BHEBERE

W, RAIETZ 7Y 7Y LT 10mg &2 1 B 1 BRI ITHE%ICRO&RET 5,




V.

BB 5 IHH

(fig70)

<2 BUBE RS>

BAN 2 BUBEFR I FRE ICAK] 10mg, 25mg % 1 B 1[8]28 ARKERSG Lzt &, RP 7L a—
APEHI I G4 24 BERIIC DIV Fit L T2 2 D, AFIOFEGIZ1 B 1 RN STHD L
FIF S vtz, F7o, MBS CHEM LR FEORERBRICEB T, ARHF 25mg DZEIEREE 52T
BHEE D AUCoc, Coox VKT T2 Z EMNEOH LN TODA, MBERE FERICRIET I
EVWEHEEIND Z LD, BEERGICHET 2LE TRV SRSz, S5ic, ENERR
RBRICBW IR 5 TORE MR OLEMEZ T L T\ 5720, SRS R % ICES
T5ZENHEYTH D &HWr Sz,

<[& A >

BEZKGR O 2 BUBE RIS T 2 AER OHEICBWT 1 B 1 EEESGOHER S S Z &, KUEH
I AR EERIE RS (1245.121 3UR) ICBWTHIR G- OB TH MR VL2 2MEE2FHHI L T\ 2572
, 1 B 1 BRARFCSOIFEZICERET 5 2 LM Th D L s,

<1E P Mg >

o5 T FAIEIBR L RIRABR (1245.137 ABR) (2B T 1 A 1 [5G THBIME K O et & 57 L T
505, BEARED 2 USRI ONTABME AR RIS RT 5 EL O & & EZRRIZBIT 50k
BfpaiE 2, 1 B 1 BRI CSUIFRZICREG T2 2 LM ThH 5 LIk sz,

(2) RZERUVAEDRERE - RHL

<2 AUBE IR >

AFNOERFEREAE D D, BARNTIBWTAA] 10mg #E& O 25mg #FEOWTHIZIB VT H HbAle
ZALRIET 7 B AR L I L CHERIETRRBD O TWD, Fz, EHEELFERRBROB RS,
R BAEAF R L EMEDIGEITERD B TNRY, L LARS, (REEED S OAF OBIER
72U A BT D701, K0 IKIRE R CERMICHIMEN R I TV D 10mg &0 5% B
T 52 LN THD B X, AREAOHEHAELY 10mg &a%E LTz, SRR R+ 722581,
BEORIZ +3ITBEE LN S 1 H 25mg ~O@&x el 352 L L LT,

<BE LA 4>

AR OLLE Y A7 O 2 BUBERIF B 265 & LT ERL RS (1245.25 38k ORED)
O, AANZ XD O0MESE, OARICEDARE, XTZENOHEAGTHEEE O U A 7K TRED 5
Nic, 20OV ZAZ7IKTRIERIT 10mg & 25mg TRIRE TH o722 & h, RFOEMLARAIT3
THRELROCHEIZLH LB 10mg PRETHL EEX LN,

X5z, EERHROKT LB OA%E (HFEF) B 2 %% & L8 I AR EES [R5

(1245.121 #XBR) ORAEH S, AHI 10mg 1%, HFrEF 8E 0. & 7 T OREIC L D ABRD
A7, FODARIZE D ABE WIEIKROFER) OV A7 2 RKREK T, ZhboghRiE2
RBERF A OFOF IS0 6T, BARNTDERTHRERIZRD biviz, 72, AH 10mg D
B LDARRBEITB T 2 RZEMmE, 2 ERFICB T2 ARFORZEMTe 77 A vE—HKL, B
IR ARERHER SN Z Lo s, BYEOLAERE~OELOHEE LT, 1 H1/H 10mg &

BT Lz,



V. IBICET 2 E

<P >

ARANO L Y A7 D 2 BUEPRIF B % x5 & U7z [FERS LB (124525 3BR) OpUED
B, AANC X 2 O0MEE, BIEOFHBEBULENL, IZNOESFHMEE O U 2 7K TR
WO, ZDOV AL TFEIL 10mg & 25mg TRIRE TH 722 L h, ARAIOIEMEE i
ST D HER OHEIZ 1T B 1E 10mg REETHD EEX b, 51, CKD EHF %Xt
& U725 ARG IREER (1245137 3BR) OFER, =070 7Py 10mglE, X—ATA
 OFERIF G DA R eGFR E72 S22 57, MRIAV CKD BE TN T, BHREET U
DIEIED Y R 7 2B T S8, £72, N—2 T 1 O RIF A DA HESS eGFR i, UACR
EIZ )b B TRIRBMEITICRE T 2R RARA U hELTHMHN TS eGFR A 1 — 7 % §%
R L, BRIEV CKD BF I L CBREERZAT 5 Z & RENT, 612, BARANEH
T, BEREM L RIS, BREETUILMAEED Y 27, eGFR A 17— 12x%4 5 1A 5
WHER Sz, F£72, CKD BEFICBIT =037 7a vy 10mg ORAEMIE, ZivE TIZH
Ehfwéiyﬂﬁ)7DVV®ﬁ£%7H774N&H%T%U,HKA;kWT%éW$
[ & ARk, BIGRERENHER SN, Lo T, BHEERREE ~OMELOCHEE LT, 1H
1[A] 10mg & 7% E L7,

4. AERUVRAEICEET HEE

1. AERUVAZEICEET 558

EHLTFL., BHBRER

2 RUBEPRIG 2 A 0F T A BE T, = s b —ARNR+SREAaIciTiE = > o — L oikE
ZHME UCARK 25me [IZH &R 5 2 & 28 TE D, @M AR K OB M B IER 123 L CTAH 10mg
1 B 1[EZB25HEOHIETMHER SN TN, AK| 10mg & LR 54802 5 LT
AK| 25mg G LT &,

(fi#3t)

<IBPELAA, 18V R >

M= b o —LOkEE B E LIZAR 25mg ~OHEEIXFEETH 52, BIELAEITHT 5
FER ORI EIZB W T EOBUEIL e, F 72, B LA 4 K OB R igp |2 %3 2 A4 10mg
1 B 1EZEBZDHEOAEIEIHEIN TN &b, FEEMRMEOORE LT,

5. ERERALEE
(1) BBRT—2/1\vH5—

1) ~4) 1%, 2 BRI T B WIERGRBRHIC BT DR T — 4 Ry r— T Th 5, HKRBRIC
DWW, EWNTERM L 5B, W CHM L7z 26 BBRA N 2 7 G E 31 35k 2 AL &R
E LT, Fio, BEMT —XSEMxET 2 HMNT, WANTER L 15 BRIISEERE LT,
5) (XM ORI T 2 BMKRRFICRBIT DR T — 2 Xy r— U Th D, BRABRIZOWT
i, ENSNCHEM L7 ERR A R 2 R A SR & LTz

6) I ZIEMER NIRRT BB MR R IT DR T — 2y =Y Th D, BRI DN T
1%, EWNSCIFEM L7 [ERR L FER 2 SRR A S R & L,



V. {BRICEET 51

H

1) F72 PK/PD

AR GHEEE) —%

=% IN
izig IR T A it a 1 5
EIFRR | 7oxafk, ZEHEMR, |BESME LAk, BN, K | HEES
1245.52 77 ARSI, B[R | 48 e K OS2 O Rt
(EM) e 555k
FUAHRR | 7ok, ZHER, |28MERAEEE | 3T, EpERE, #2228 HiH
1245.159 7T A, g G-, | 100 1 MR OIAEEORE | RIEHE S
(EW) A TR R b e R
FIFRER | 7oAk, —EHEMR, | ERERA QT(c)HIFEIZRT 3 552 | HilElix b
1245.16 9 7T AR, 7 v A4 —| 30 4 DA
(E54) N —iR R
FIHRER | FEER, T, 7| BEERA NAFTRAZEY HiEli b
1245.79 9 1 A A — =GR 18 13l CRIEFTRFEOR
(54 B R ONZERERER 5T
BB DR
FIHRER | FEER, ToX Ak, 7|2 BBERPBEREE | - 20— 2, E | KIERS
1245.42 9 0 A A — N —RER 23 K OVRPEME, Ky
(H#E4%) NITUR, L=V -7
SUF TV - T
RAT v v ROTEN
b, BRHEREANT VR,
B, KOKREZD
FAL R DO
Toat
- BEIR B2 K OV A8 Ik
FFRTE BN X9 % 5
BoORE
UKGBRFERL 1 2014 5 12 A)
2) HUMREE
HARNBE 25502 U7 ENERR R L OV H RN BEE SN U 7= [E R L R
(A 2hPERHmE R —5
=24 IN
izig R A s iy 2 0
BIE M| 72k, “EHEM, TSR | &, A, etk | 12 #EH+
R 7??%%%,ﬁﬁﬁﬁsmﬁJ i BT 10 KU 25mg | 40 FH[H
1245.38 7 bR, MER R BRI Ze 40 EFIER G- LIz &
(EM) E ORI EORET
BUARRER | 72k, ZEHER, |28BERFEEE | 778 KRN EZ 7Y | 24 6[#
1245209 7T AR K OFEIESR, | 947 i TF U EXRICLE L
(VSN B A | W ATHER] HisaR OB, Btk
i) OB VED FrEt
UKGERFE R 1 2014 5 12 A)




V. BRICEET 5 HE
3) DFEEE
HA N 255U L= E N RBR & O H AR N BE DS BIN U 7= E AL AR (A ER R
—H
=5 IN
izig RERT A s Bt 1 5T
B ARRER | —EHER, 77 BARKOY 2 BEREEE | REEGROZeME, & |76 HE (%
1245319 FEHORHR, A TRER] L | 1828 44l KMEDME TR a5
(SN B A | B iikieasa e)
i) TR RRORH T
U 7T ot R bR
Br (124520 :BR) @
JER™
A TY H Y E R
FERAVI PR T
2 ARk R LR
(1245.19 #BR) DL
B
« ARMFENLI L ERL
A=y LT HIDEA
7 & AR xR bR
Br (124523 #BR) @
IER
FUARRER | 72 b, “HER |2 BUERFEEE | thof n bRk T3 14 | 52
1245.52 10 (mo X7 ) 7ay | 1160 Hi COFRA LIz E X 0REM%
(EW) D2 HEN), WATEERH e, Bk RE
i ERER (AL =v
TLTHRIEGHR L &
XTI A MBI ER
PR b LT ERi)
) BHMEE C o R kRS UKPREFE Rl : 2014 45 12 )
AARNEZ G 2R VEBELFERR (3EEED)
=P IN
izig KR s B £ 50
BWE UM | 722k, ZHEMR, |2 WERPEF | A R Y PP L | 78 HH
AR 7T R, WATREE | 494 B 7= & xRN, HEhE,
124533 1D ] e 5k K OB DR
(M54

(KRR Rl - 2014 £ 12 A)




V. {ERICEAT 5 EE

4) FrEDEM 2R & Licilhi

BFERERAER GHlEE) —%

=5 IN
ggig IR A s a 1 53
B LFERER, | FEEM WATEERMI LRGSR | EEEREER | BRREIEEH L it L | HEE S
1245.53 12 OB RERERRE | CBREEREERFOIKY)
(EM) AT L2800 | Bhae, %, etk
PRIP BT DRt
32 {3l
B UAHRER | EEMR WATRERM LRGSR | ERERR/E | EpEhie, )P RO | BRI S
1245.12 19 MRElEE B | StEICEHREREE O
(I54) 40 5 FED T 5B DI
B LARER, | IEER WA TRER LGSR | (B IFESRERE | ITREREIE R E L ik L | BRI G
1245.13 9 L THREE, R, S
(M54 12 #, JH B B b 55 IRy oD 3K B
JFHSRERE EWE | RE, MR OERM
SR )i
24 {3
BFLAHRER | 72 ok, Z“HEMR, | BWEREEL | BERWEEGRIE~D | 52 HfH
124536 ) 7T v AR, WATHER] | A9 25 2BBEIR | BINRIERIC X DB,
(Hgsh) RN Jri R LENE R OB MEDO M
741 {5 Bl

(KRRl - 2014 4212 A)

5) 1@V ORI IR
AEEBRHRNME T LB O ARERE 2GR L LR (2RI E R

=24 AN
g@ig R4 oy A 4 52
B LAERER | 77 Mk, 77 | EEBRHEREME | 1B LA T 58 | A~ bl (3
124512119 | BARXH, “HE | FLZEMEOAR | EERIC= X7 ) 7 | ERHMEEE O A X
(HEHM BAR | B, WATRER b | 2B oY 10mg BT | > MBS X2 841
rate) 3730 # EEXDOEDER VLS | IZETDHET)
MRS

(AR Rl - 2021 £ 11 A)

D ) 27 O 2 BIERREE 2 G L Lo GHE kD

ESC \
ggig IR o i iy 2 50
BUARRER | 7o &2k, 77 | DIE Y A7 O | TEESOME A X2 | A0 bR (3
12452510 | BRI, ZHE | @ 2 BUBERR | A2, 77 'R | ERHMIEE O A X
(Mo BAS | B, WATRERI RS | B3 STATL Y TaT | v MR L F 691
Eie) 7020 4] v DIFHPEORET \ZE#ETHET)

RFREFE R - 2021 2 11 A)



V. IBICET 2 E

6) 1 S Ml 168 ) B N B

CKD ##H Zx5 & LIcili (AR OV eMEIC B9 2 LR e Ml kL

=5 IN

ggig R A it A 4 52

BULFRER | 7 2 ok, 777 | BREEBETY A | BREET UIOME | A X b EHER(E

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

(SN B A | B, WATRERM b | gD T RZ7Y 7O | N 1070 BLEIC

ZEie) 6581 i Zh D FHM ETDHET [FHE
B 2)

UKEREFEEL £ 2024 22 A)
7 1) TeGFR 78 20 LA I 45 Kiifi (mL/min/1.73m?) | X% TeGFR 7% 45 LA L 90 i (mL/min/1.73m?) 7>
UACR 73200 PA E (mg/g) | DWF s
H2) FEMITORR, FENCHE LA X 2 BRI EHEER- L, BHRIEE o7z,

DIfE ) 27 O 2 BRI BRE 205 L LR GHMEED

=0 \

§§§§ KB o W B i B I
FEULFARER | 5o 2ok, 77 | DIIE Y 27 O | BEEASOME ARy | A4 3R (5
12452519 | AR, S | #5002 BEEIRAT | AT, 7T R | EREEE 04 <
GEAB A | B, AT | B MBS TRy | v MR L2 691
e BT 7020 4 L DIEBIEORR )

(2) EmPREICIEGER

(KFBIFEERL - 2024 4E2 )

1) AANERRALYE (48 41) Zxtg L U7 MM G-k 2 (12455 #U8R)

HANFERERR A BRI, HEWEE S 2 ATz o7 ) 7e vy 1, 5, 10, 25 X0 100mg %
HERR NG Lz b & oreett, AR, EYEigk OS2t L,

TR T Y T a VAT A GZIECOICRI S, 2FEOEKE R L, =T ) ey
Y 1~100mg B GHOT R ) Tu Yo DIRER, IR 7V a—AdRitEl T ey
CYORBOBEIMI > TN L2, =2 )7 ) 7P s & BARNERERA B R SR o
MYE 7L a0 — R PR T BT DRI > T2, BARNERERA BT 5= 37
7ua vy OHRBEGL, BETERENRBEHFTHH- T,

) ARNOARSINTMAE - AREIIRO LB TH S,
<2 FUpE R
WE, RACE= T ) 7ae v LT I0mg 7 1 B 1 BIEIRFDSUIERZICR AR ST 5, 7258,
NER+RGHIE, BRZE IR LN 25mg 1 B 1 ENZHEETHZ LN TE D,
<[BMEOARA, 12 >
WH, RAIIFEZ R e LT Iomg 2 1 A 1 BT a%IcRk 05+ 5,



V. {ERICEAT 5 EE

2) HAN 2 USRS HRE 255 & LTz 4 W RE RG5O 19 (1245.15 3U5R)
AARAND 2 BUERIBF B (100 ) (2, =2 %7 ) 7uav 1, 5 10, KO25mg % 1 B 18]
28 HMRAERE DG Lz 0315, SEmBhie, eatt, ROBERELZHRE L, =237
Tua T TR R LT, EEFHMEEE (EIERMFE (ANCOVA : p<0.0001 X%
p=0.0030), 8 5HIE V)V a—2 T a7 7 A )L (H BRI E) (ANCOVA :p<0.0001~p=0.0234),
PR 7 v 2 — 2 k& (ANCOVA : p<0.0001)) O3 T, KOFIKFEMEE (Es1ra—=x
2 (ANCOVA : p<0.0001), HbAlc (ANCOVA : p=0.0014~0.0203), 1,5-7 >t K7L
F—/L (ANCOVA : p<0.0001), ZEJEIFA > 2V L DR—R T A )6 OFfFE 2L &
(ANCOVA : p=0.0018 & Tr0.0037), A > AU AUECs DX—A T A )b DFfHE AL
& (ANCOVA : p=0.0003~0.0318), A > AU L DE—TEDR—RAT A )b D&
(ANCOVA : p=0.0058~0.0071: 7272 L 10mg Z &< )) ICHB W TR FICARERZZ R LT,
TR Y T a Y OIRFEREIT 1~25mg O THEIZHA L THEM L7z, EFIRETO t,
DIFEEIEIL 13.2~18.0 FEH] Th o7z, RIEHGHIZ AUC KT Coax IZBI L T 4~51%@£ﬁ s
i, =27 Y Tu P ORPEEIRIL 21.4~223% Tho72, EHFIREIZB W TRENE L
BN 2 Z &idiemoiz,

BEFLN 25.0% (25/100 ) FHBLL, BHREETT 7R (9.5%, 2214 LTz
NR7Y Tu P BETE N T2 (Img BE31.6% (6/19 61), 5Smg B 19.0% (4/21 #1), 10mg #£ 30.0%
(620 ), 25mg Bf 36.8% (7/19 f51)) . AEFEGLORIRENEGITHEKIFNETA DRI 2T,
RRAAE, A XY A v, FIRFTR, RO Ofoe2rREE B CREICRIBE L 725

FriLixA biie otz



V. pICEAT 53 H

~ (@

;|(24120_ Day 1 * * *0
>, 93.
7 es100 ™ Day27 *ox 868 X 9_2|;1
ML 80.1 771 — 80.

MR g0

&%

L 60- * ok

EZI' 307 4038

Ex 40- T

z

It 20-

X 05 -21

=0

S 0 —[_ _'_ 1 ] I

E T3tk 5mg 10mg 25mg
WEREH ()= 21 20 18 20 20 19 17 18 16

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

AARN 2 BB RIFEREICBIT D=2 T A b D 24 BEfR T 7L o0 — AP L &

WL W 7S5tk
. W I>/,\51)7a210mg
W T2/,\5)7nYr25mg TR
~ 41 2.76
(@) 2.74 264
%H 250 234 296 260
il 3
&
E
2]
HE
NEEE
O_
-2HH 1BH 27HH
HEREH (n) 21 20 19 21 20 19 20 20 18
SD: R#RE
AT E TS

3) ANEFERNED - AENERE B 2 BURER B AR & L7z 4 SRR 5 0 (EI
HAN 2 BIBE RIS BT BT 2 =2 /R 7 ) 7 m O U BT R R 51 0 24 R IR &

) AAOERIN-AE - ABEIROEEBY TH D,
<2 UM PR >
W, A7) 7P LT 10mg 2 1 B 1 REIRETSUIEIRZICRAKRET 5, 22k,
NBERHRIGATIE, BRE2HICEE LN 25mg 1 H 1 ENZHEETHZ LR TE S,
<[BMEOARA, 1B >
WH, RAICIFT 7Y 7a Y LT 1omg 2 1 B 1 RIEIRRTIITEHERICROEET 5,



V.

BB 5 IHH

3)

FNEANT —4) QT/QTc aFflakER 9 (1245.16 &)

R B R O MR BRE (18~55 1%, 30 ) 12, =2 /%7 U 71y 25mg J O 200mg % Hia]
BhH LIz &0 QTe MIfRICk 3 2 8%, IR ROEFT 7 rF ¥ 400mg & % HRIC
HE MR TR LT,

T RT Y TPy 25mg LN 200mg G LT b & D, BH# 1~4 BRI O3 CTOHIE RS
D QTeN (MBRE LM SFE S NI T T V& AT, DECTHIIE L7 QT M) o F
PHEDN—Z 5 A ANZKRET 5 I BD T T v R & DFEL, FRFN0.59ms (90%(54HH
X[H : -0.69~1.87) K T-0.22ms (90%[FHHXM : -1.39~0.94) Tholz, 7TEARLDED 90%
FHEXMO LREX, =270 7al o0 nofETH 2ms KT, FANHE L2
BHHER (10ms) K CTh o7z, LEDOZ Enn, =270 71m P 25mg LT 200mg % 4%
LIz E 5% 1~4 R D QTeN 12, ERIRMICHIBE & 2 DL RIT W EEZEZ b, =
NT Y T7a Y OREREIILETERMEILIRIF ThH o T,

) AEOARSNI-HE - HETIRO LB THD.
<2 TR PR I>
W, AT 7 ) 7Pl LT 10mg 2 1 B 1 RIS USSR ICRARET 5, 228,
ZHhRAR+F 722G EI1E, BB E HICBlE LS 25mg 1 B 1 BHCHERET 5 Z LN TE 5,
<ML, 12 >
W, RAICIFETZ 7Y 7e Y LT 1omg 2 1 B 1 RIEIRRTITEHE%IcR 05+ 5,



V. IBICET 2 E

4)

GMNEAT—%) FlRIE (e FeraaF 7Y REWNNZ7EIR) & OIRYFHEEERRER ©
(1245.42 35x)
12 LA ED A S AV I U ABRFRIER & 2 2 BUBERIS O BYER Ot EE (23 ) 12, = _7
V7Y 25mg OEMF R, KO8 ez oueF7 Y K (HCT) 25mg Xt b7+ K (TOR)
Smg & OHEMFEERED 7V 2 — 2R, MIEROCRTEMRE, K3 NToA, L=r-T oY
FTFovy - T RATr L FR (RAAS) OFEMAL, BRI AT X, FRH, EOMEELDOE
LB DB A Wt LTz,
TR Ta Y oM, IRF V3 — AP EII R — R T A AR LTHEIN L, 2208
BFEIMCBE 13T L 72, HCT X% TOR Bl G-HE I3 R 7L o — 2 gEifit i, 28 BpifpE 3t (2~
— AT A KL THINT A2 H o7z, HCT XX TOR & =237 U 7 a2 A5
21X, R 7V a— 2RI LR ) o D B G L RN L7, ZEfE I
BEDOIR PRI/ E < o7z,
24 BEREI R R U 7 AR, =7 ) T a OV EMEE S ARICR—Z2 T A Ix LT
WAL (43mmol/ HigiY), =7 ) 7u Y U +HCT EFHZIZ_N—RA T 4 vioxt LT L
(28.9mmol/ HEENN), = 37 ) 71 ¥ 4TOR #EEHFHIIIN—R T A v L RIEE (1.2mmol/H
BN CThoto, MmiEHT b Y v LAREE, o) Ta DU B ER SRR T RS
U 78 Y ATOR #HGHFICAR—RA T A A3 LT, R0 L (K 1.7mmol/L #§0 [= 2 /37
U 7w BEGR]), HCT Xid TOR H# G R o7 ) 7\ O U +HCT #55-1¢1213
R—=2F7 A4 LRARETHS T,
W FI RIS O FIEIZ SN THIlr 2 &, 2 AEREEZXIRE LIz ReZaeF T
VRXIFE R TEI REZ 7Y Ta v OfAEEIZ LD, flx OIEA OB RIS
DRI LR o Tz,

R MU o AdEEE (mmol/H)
. R=RF A
# 5 H 0 E Al B DR
P SE P SE
NR—=RAF A -1 172.0 7.5 — —
A | =Ty Ta vy (HE) 1 2173 7.5 453 9.6
A | TnYr 5 167.7 7.5 4.3 7.8

PRYF B U T SRR HEME  130~260mmol/ H
BhH A Days I~5icm 87 ) 7Yy 1 H 1 EERS




V. BFRICEHT HIHE

Q) AEREIFRHAR
1) ENE DA ERFAORMZ 2B D (124538 #5R)

H M= b — VAR A-5370 2 BUBEIREE A R 7Y Tr vy (5,
10, 25 %X 50mg) ZHMEELE LC1H R 2 @ERAKRG Lt x0a%)
MR OZENE T TR EH LIRETT 2, 3612, =707 (10
KO 25mg) Z 1 H 1[E 40 MEERE L Lz & & ORBIZ 25T 5,

RKERTY A | B T AR
CBIEEN . T b, TEHER, 77 BRI, TR
IR - 5B TR, = X7 ) 7Yy (10 KON 25mg) ke LT

40 HEIER G4 5 T v & SMUIE R R GIEER

KES 2 RUBEIRI B, BB 724 41, FEABIE 547 1

<2 AUEEIRIRERE (RIERUS 10 LIS, BERIRIARERARIRI U TR L YER

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

& O MAE RS T3 1 HI IR E2 21T TV 5 )

- HbAlc (NGSP fi)

A7 V== T 7.0%~10.0% CBERIFIGHIEARIGH) ,
6.5%~9.0% (% M M pERE T3 1 A4

77 AREAH 0 7.0%~10.0%

+ 20 % ~80 ik

« BMI 738 18.0~40.0kg/m?

E7eERPULHE
(B - Pk

TRBRAM L HE
(2K - k)

oy br— A Ao hEibEE AT 5 BE

c AMEREERERE, IMASH T IR RN A EOBEE 2 T 5 B

- RS RERE E N B b B

- BHREEEL G T O BE

- BRIV I SRR RN R F A 5| & & Z T O VE s Rt a1 7o B3
- FEICHIRa S LIS D% O BEAL I O TRIR A 9 5 B

- MIREBREA T 5 EH

s FIERSHT 12 BUNICE A7) 2>, GLP-1 7 a7 iAo v A ) 2k
LiRFE e B, %

T REANMNITIT TR e, IREMICIZIRRIES 1 B 1B, K& DR
H L7, 1RO GMBEAIZIE 24 Kff & 725 & 5 il XX R CRENC & 5 L
Too IR GHIMIT T 7 B REAYZ 28, B 1IEENE2 1288, F1
HAVEE M %2 40 B & L7z,

B 5 J51k

F2EH
RV DFI=P

I548 10mg (n=50)

(n=109)

ESY DPL=0)
5mg (n=110)

VT oavy
10mg (n=109)
ToNTYoaTy
25mg (n=109)
ToNTYoaTy
50mg (n=110)

oG )7ady
25mg (n=50)

IVRT)oavy
10mg (n=108)

o g)ondy
25mg (n=106)

NG Yondy
10mg (n=54)
onNg)oady
25mg (n=53)

oG )oady
10mg (n=54)

Tong)oavy
25mg (n=53)




V. IBICET 2 E

THFMEEE | ARERHMEIE E ;&5 12 O HbAlc (NGSP ) DO_X—R T A L inbDOE{LE
ZEMFHMEEH A EFS, WRA Xy MHERERIVHE L omE A <> b,
FRICHEBE T REAFFES RRIEIEECER LcEERAEFS (BRI
TROMREE], (RifpEsEg:, JREGRYGE, ey, RRERDS), BRARMRA,
INABNAA v, 12 TR K OSBUR IR Ol
FeRIREHN | A 2R H
HE < BEG12 % OV BRI R O (HbAlc (NGSP fi) 7.0% i)
cBH 12 %O FPG ODR— AT A b D L&
it 12 % HbAlc (NGSP ) D_—RZ T A b D2 k& FAS (LOCF)
(F72hit) HbAlc (NGSPfE) (%)
) RS 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 . (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 X AMEENTAERIEK

R—ZAFT AU PEOE BRI NT TR E DX &L 2R (SE)

ACCOVA : ZEHl|, X—RZF A > HbAlec, X—AT A > eGFR, FERIFDOENEREDOHK %
FIVZETe

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

FPG(ZZEFIMAE) (mg/dL)
R—RF A TTRREDE
Mo DOE( LR 95% T IX [#]
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=RF A PO BT TR E DX L2 & (SE)
(ANCOVA : LOCF)

HbAlc (EHFEHIEHE : NGSP fif) K OFPG (ZEEHFINEE) D_—RZ T A ik
DOFFEEHZLEIZ EROLBY TH Y, AH) 10mg KO 25mg 1V T HOIEHE
ICBWTH 7 T REERE L AT RERENEO bV, REOR—ZF A
5O BEDO T T 2R & DL, AK 10mg L R25mg TEIEI -1.70kg
KON -197kg TH o7,




V.

BB 5 IHH

(RS 52 % HbAlc (NGSP i) & FPG (ZEfERFIMBE) DORX—RA T A b DR
(BHzhE) HbAlc (NGSPfE) (%) ZERGIRFIAE (mg/dL)
e A N—=RF A
e N NN A"
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 LD E : FHEEHZE(LE (SE)
(ANCOVA : 0C)
HbAlc (NGSP i) K OVZERERFMMEDN—R T A )b OFEEEE b &iF EF
DEBYTHY, WFHRIZBWTYH, TOMRITFHHL TWiz, KEDOX—27
A 2B OFHESE AL B, AF10mg & O 25mg TE N ZE4-3.07kg K U-3.12kg
ThHY, ZOEKRERDIERIT 52 BRI > THigE L T,
S BIVEAZREEIS (G5 11REY 12 BE#S)
(22 41E) XY | X FY | =X | XSy
A=SV% = R A=A A= 7T R
Smg #¥ 10mg #¥ 25mg #¥ 50mg Af
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 #f 11.8%
T ZRREET3% CTh o7, HBLU-RITERIE, Smg #ECHR, (B, ZIR,
Hye, 2208, IRIMBHE, 892, I BIR%, 10mg BECIRMAELE, bk, MK,
SR, 2R, BREARE, 8IAK, JRT7 MAKEYE, 25mg BECHUR, 18, K
MOBERE, (ERS, (RERD, MR, MEEMGm, F%, ZJIR, 50mg HECHIR, O
B, ERL, JRESEYL, (RMFERE, OFEAME), EE, W2, 2R, @IEK, JREH
Mch-oT,

IRIMBE O BIWER BB A 1E, 77 EART0.9% (1/109 61) , AF] 10mg T 1.8% (2/109
), AH 25mg T 1.8% (2/109 ffil) Toh o7z,

RITEHZEBEIG 8 TR+ 5 TIGRH O 52 W EH 5

ToRFYTuad TR TaYy
10mg/10mg # 25mg/25mg Hf

A 109 109

sEEIE (%) 19.3 183

BIEHARBIEIG 1L 10mg/10mg £ 19.3%, 25mg/25mg % 18.3% ThH - 7=, F72REl
TERIX 10mg/10mg #E CIRIGIEYY, @IAK, (KEBC, RMFEE, BEpts, Sz
iR, Wik, REEREGE, FEIGARN U —°, MR, BRIOIE, 2R, RiEhL
Vv, SEREE D FERE, 18, IR b UAKIGYE, 25mg/25mg BECHEIR, {HH,
Ove, RERCD, RIMFHE, JREEY, BER, A, Mg, S, =&
B, FFHSRERY, 2R, SMEEARME, 2208, LEX QT #EE, R b KK
PETH -7z,

I IE D EIVE R BEIA 1L, AA 10mg T 1.8% (2/109 fi), A4 25mg T 2.8%
(3/109 i) ToH o7z,




V. IBICET 2 E

URES
(Z4ph)

BIEMZEEEI S (RGHH 52 BH TAFOFRL 2070 &b 1 T2 BH)

TR 7 Y T7u Y 10mg B TURTY T u Y 25mg B
B 267 265
FELEIS (%) 13.9 14.3

BIVER S BB A 1E, 10mg £ 13.9%, 25mg £f 14.3% CTdh - 7=, E2FITEAIL 10mg
FECIRERVD, RESEYY, RibE, SRS, 25mg #£CTHEIR, M, R, &
HWADETH o7, EERBIEML, HBURERHCIIRI Lol B 1IRE
W5 TR CIE, 10mg/10mg #ET 161 GREIBAR Y —7), 25mg/25mg BETlE
FE Lo T,
FEELAEFSL, B AR TIE 25mg BT 3 4 (IREZE, mHEEZ%k, B (%
1611), 50mg BET 1l (EREK), 7T REET3H (RPELHEZE, O
ZE, fRBE (4 1 610)) ICRBL L, & HIAR+E AR T, 10mg/10mg
BEC 34 (T A VARG, FISZRERRRRMERUREN, ARV —7 [ 161]),
25mg/25mg BEC 8 5 (MAZE, OVFE AMESHIARR! B MfarE Y > (@, @y VUL
EUIMAE, BESHPU 19-0 BAN, RiEE, fEAE, FE\, ek, B 451600
WCHBLLT, 2B TR LY 1 BORE 23272 B8 TlE, 10mg 585
TREI0 1 (A VARG, e, R, FERANE, =R 40k i,
BREESE, BB, PRI, FEIEAR Y — 7, RiCERRF RSR[5
1f1]), 25mg &5 88F T 1561 18 1 (HEAZE, Rbkse, #El, OVFE AN
fa i B MARaPE U NI, B, R, IMEEZE, SR, -+ FeliETs, HiR
%, HFRERERE, ®E U AE UIE, EREAE R, FE, FEHPUR 19-9
N, AR RVEGUR SN, BASEE T, B (& 161]) ThoT,
¥, B LIREW, B LIRS IR, s2 @ T 7e< &b 1 EREGD
A OA EFERITEVICEBE L TV 5,

S
(FL)

MpE= > b e — AR F53 7 AARN 2 B IRREE T o7 or v
(5mg, 10mg, 25mg %X 50mg 1 H 1 [A]) 12 8M# 451X, 77 ®RIZH~_T HbAlc
R FICHEBEICR T SE, &6, =237 ) 7aY 10mg, 25mg KON
50mg & 5- 12 %I EFERRICERO H DI T 2R LTz, ZHb DA
TR Y 7r Y 10mg KON 25mg #5-C S2 MR S, =N ) Tm Y
> 5mg, 10mg, 25mg & ON50mg 1 H 1[8] 12 #Ef##E G, 10mg & O 25mg @ 52 #HfH
DOEWEG TCOIRRENRIFCTH D B X b, RBROMERIZLY, I OE
MAHRB CHWON TWE= 7 ) 7ol HEEETH 5 10mg K 1U25mg
23, HARN 2 BBEIRPIEF ZXGUAT HORR T OO Th L B2 b,

) AEIOARSNT-AE - AEIKROEEBY TH D,
<2 B PR J5>
W, AT 7 ) 7Pl LT 10mg 2 1 B 1 BIEIEE USSR ICRARET 5, 228,
ZHhRARF 722G EI1IE, BBE HICBlE L s 25mg 1 B 1 BHCHERET 5 Z LN TE 5,
<PBPELRA, BRI
W, RAICIFZ 7Y 7e Y LT 1omg 2 1 B 1 RIEIRRTI T a%IcR 05+ s,




V.

BB HIHHE

2)

(%) GEAT—X)
A VAR L E SRR b5 2 BB PRI A A kg & U T ESILE] A 1 AEERER 1D (1245.33 3ABR)

HHY

kg = > b e — VB3 ARF5373 2 BUREIR IR B 251, A AL 2 o AT ALAR
=N LT EIEDOIHAOEREIZ» DT, KA AV (FINXy, TT
IV, XIENPH A AU DFH) EOPFRRIEL LT/ 7 ) 712 10mg
i 25mgl B 1 [E &G 78 i (kw0 18 BT IEMEA v A ) v O FAREEE
[REEHRIELIAN], K< 60 WEEITHEFE ) RO E Lz 02, A
ik, BRVEROEYEREEZ 77 R 2R E L TR 5,

RERT A

BEIIAH, 720k, “EHER, 77 RAR, WATHERZER

POES

2 RUBE PRI FRE
BERBIEL 826 B, FEANBIEL 532 B, T o & AEEIT T FIEK 494 5

E7eERPULHE
(B - Pk

- 2 BUHE PRI B

cTINXET T I Q0IU/HLLE), XIENPH A > AU > (14IU/HELE)
R DEMEA VA AR EZIT TV DR

- HbAlc (NGSP fi) 7.0%i#7>> 10.0%LLF

<18 kLA k

« BMI 45.0kg/m? LA F

b 071k

F—=T TSN OT T v REAMO 2B EEBRE T T v R B 5%, HbAlc
TREHIL, = 7Y 7ayr 10mg, 25mg, XiZ7T7EARIZ1:1:1 TTUH
LAEEUTT Uz, 18BR3EIE 1 B 1A, BG5MBEMIIT 24 KM &b K o12, f#
FNEIERE CRzN ok & oG5 Ui,
FEfEA R IR R Lz, A PR VR ORANLNER= LY LT AN L D
FEEERITIRRWIEI P ER L2 & & LR, B 2 U v ofEITRE
18 I 1% LARE ITVRER Y R AR O f W CRAET T & U7z, TRERIER G- HIIE 78 M &
L7,

AR) AR)

EEAE AR

I2/85) 2022 10mg
(n=169)

I/851)2a225mg

EAEBBIF (n=155)

T5tR
(n=170)

T ERHmEH

AN EEAm
TR E H
- B 518 % O HbAle (NGSP ) DX—RA T A b D bE

TR
HH

HE R RIRAIAE LT B
G IS EBOIEMEA LAY VHEDOR—AT A D OB LE
- #5578 % D HbAlce (NGSPfH) DX—R T A4 i O bE




V. IBICET 2 E

(B2hE)

FERHmE A
18 1% ® HbAlc (NGSPfH) (%) OX—=ZTF A b0 k& FAS (LOCF)
5 b R ::‘//\"lz;)g;u S ::‘//\leljg;u v
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 /MIZIT_—A T 1 > HbAlc, HUW K& OVEEHK % & e
LR BRI A 0 R EE
T8 B DOIMEA A U HEDR—Z T A b D% E FAS (LOCF)
e e zyRTYyTavy | T Y Tavy
77 eRE 10mg ## 25mg #f
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
FHEESEEE D (SE) — -6.66 (2.18) -5.92 (2.25)
97.5%E #E X [t - (-11.56, -1.77) (-11.00, -0.85)
pfE - =0.0024 =0.0090

1) ANCOVA EF /TN —Z T A VIS 2 ) "= F A > HbAle K USRI % &

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

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

1) ANCOVA €T MIZIZ_—A T 1 > HbAlc, HUm K& OHEHI % & e




V. {ERICEAT 5 EE

(Z&4axt)

BITEHIESES

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)

WA it

BEHM 78 WM CORIWERIZ= 327U 71 10mg BE (65 1] [38.5%]) KO
7T REE (52 B11[30.6%]) & HNTxT 7Y 712 25mg B (68 51[43.9% 1)
TEL b, b < HE SEWERNMMERMAFE C 7)) 7m o
10mg B¥ 36 6 (21.3%), T2 Y 7a Py 25mg #3761 (23.9%), 7T &R
B 32 1 (18.8%) IZHEBLL 7=,

BELBWERE LT, =870 7a Y0 10mg BECRMERE RS, OIFZENE 1
W’i/”7)7mfvﬁﬁgﬁfm@%#zm,ﬁ%ﬁiﬁ,hﬁ,%%%%,
(A 1 B RE LT,

R S NTARIMABEA FF S (Vb3 — RN 7T0mg/dL LT, 3fhE 0%
MEL L=bo) OFBRESIE, =7 ) 7Y 10mg # 36.1%, 287
V7nry 25mg #f 36.1%, 77 BARRE353% THhoT,

RSB YERE R R OFRES 1L, =7 7P 10mg # : 148% K =~
YRT Y Ta Y 25mg BE  11.6% 0T T EAREE  8.8% KV bENoT,
PEZRRYSE R EHER O BE ST 7 ) 7a P 10mg B 1 7.7%, T2 37
Vouayy 25mg it 52%, 77 REE:1.8% Th-oT,

EELAERFGL LT, @EEREIIREERD 4 4] (=237 712 10mg B
2B T T2 ARRE 24, EEREMEEEN3H (mo 7Y 7avys
10mg # : 2 IR ON= )7 ) 7P 25mg B ¢ 1) (2B LT,

(L)

A A 5 EZIT TV BRE~DOT LT 7 a Yy 10mg LT o8
7Y 7uyr 25mg OFEIX, 77 8RR ELSRTHFFENICHET, BRMICE
%@%émmmwﬁT%Tbtﬁ%@mL%’ﬂ@ﬁmﬁwaﬁm%um@&
A e LCHMEA AV COHBEEETRREE LI &b, =7 ) 7ay
VEETCIRE S 78 WA I immmwﬁ?& WA VAV AERE SR Lz,
AEFRLOURBEIEGE & MR K D168 I OEIGIE, 77 B R AT
T 7Y Tn //ﬁifmbv)fdbx 7Y Ta Y omEEET HXE!’J
T RARBEL FRRO RN T 07 7 A NV ERL, RILEA N N ORBLEIG]
BLHBECRBE Cho T,




V. IBICET 2 E

(4) REEAIEAER

1

BN EIREEEABR
<2 B R Ip5>
HAN 2 FpE R 5 FR A & & de [ B SR [R5 111 AR 24 3 4% 5508k ® (1245.20 7857 : EMPA-REG MONO
RER)
E ) Mg = b r— VD3R A-53 22 BE R IFTTEIR IR K D IR 2 32T T 7220 2 BORE R
BEENRIZ, HARKFLE LTz X7 7Yy 10mg KO 25mg % 1 H 1[0
24 W E Lz 2RI, BEMEROBENEE T TR RN &2 7 ) 7F
YRR E L ZHEEREER TR 5,
k= b e— 23w TREZ2HEE (HbAle (NGSPfE) >10.0%) (Zxtd 5
TR Y7y 25mg & 1 H L ERE L. EOFMMER L2 E 4 —7
T EIERE TR %,
RBRTA B, o7k, ZEHER, EEXOT T BRI, WATHER R
PoE 2 T PR 5 FR A
BRERBIE 1556 i, FAAFUEIEL 947 B, T o & LEEIF T B 866 fil, A —7"
Z ~JREEEI T % 81 1]
TR RLE | - 2 AR R
(BRI - 4K | - BMI 45.0kg/m2 LT
<200 B (AARN), 185mLL | (HARANLSL), 18 7~65m (> 1)
o BEPRIE O FEMERIF SR A e - S LTV R W RS
- HbAlc (NGSP i) 7.0~10.0% (“HEMIBHEEE), 10.0%##8 (A—7"F7~1
TR IRHE)
FRERAEE | - 3 b r— LR E L 2 A D B
(B - Pefy) | - BMEREERE, BMZE P SOX—\PERE M1 (TIA) OB ZH T 5 E8H

- HEREIEE N b D B

- BRERE R 2 A o A

- JERSEFFEIR SO EMER RN E S 2 5| & 2o bE B2 2 0 7o s

» JLIESHIRE A DL O OBEEE U IRR 2 A4 5 BH

- MiEREE AT 5 8E

- PUIETGIEIC & DI & 52T 1o B, MO BB & 52 T IR B ZE L T




V. {BEICEEd 5 HE

Be 551k FSRREAMO 2 Y GF—7 2 SAEERII ST B REAMA L) 1375
YR E, RRWIIEREE 1 B 11, KEECROKE Lz, 1BEREO B LI
M 24 BEM & 72D X 912w BIRIER UKL G Uz, {RBREEA 501 1% 24 R
L,

7.0%L1 EAD10.0% T
T2/85)27aY10mg
2EE D AR B ET (n=216)
ﬂﬁ?ﬁ‘fi%?ﬁ (n=866) I)/(ﬁ'J7D§>25mg
(n=216)
lTﬁﬂ' all L 8%71)FF> 100mg
ROV —=24 (n=215)
(n=1,556) ¢
(RPVID 2458
TARIERED)
I /851)7aY225mg
(FFERT)
HbA1c : (n=81)
10.0% &Y & il :
2458

FEFEEE | A 2h R
- B 24 1% D HbAle (NGSPfH) DR—R T A v inh DL E
e i

cBEFER, WRA XY MEZEESNHE L ODME A XV b, BRCER T
XHEREL (BBREMEHETER LT BT L OTRES, i kEEs,
JRIEIEGY, PEERERGL, RRERD 2aTe), WBIRBRE, A2V A, 125
BIKEHEEE | EEZRFHEEE
< ¥ 524 B ORE K OME  GRELILE & QU ILE) O_—2F A )
5OE b
ZOMOFHEEE (FEH) -
VB AER R OERER (5 24 #1% D HbAlc (NGSP i) 2% 7.0% Aifi)
- FERTEOA REROS SR (%5 24 % D HbAle (NGSP ) 7% 0.5%LL FIET)
* HbAlc #EFHIER
- Z2fERFME (FPG) RREFHERS
« P25 24 % D FPG D_— 2 T A L inE OB L&
c DT A MNEHABRDR—RAT A inb DR E
< RERIREIE O H
< B 524 W OLLFRFOBATHMEEE G &I XTICEKT 255
-HbAlc (NGSPH) : XR—RAF A4 N5 0.5%LL HET
ANAERIE - N—A T A 35 3mmHg 282 DK T
AR R—RAF A UID 2% EBZ A




V.

BRRICBEY 5T H

URES
(B2hE)

24 #1% D HbAlc (NGSP ) D_X—Z2F A4 b D% k& FAS (LOCF)

HbAlc (NGSPE) (%)
P AN ET)TF
ST oo LOZE ko
FA v - 95% 13 #E X [H 95% 15 HE X [
DAL &
p il p &
772 AR (0=219) 792 | 0.08(0.05 _ _
(55 AAA=41) : 08 (0.05)
10mg B (n=216) 789 | -0.65 (0.05 -(()).Z;: (060579) _%0115(%01?
(5 5 RAN=43) 89| 065009 1 088 039] - [013,0.14]
<0.0001 ~0.9133
25mg B (n=216) 786 | -0.76 (0.05 _g.zz (060773 -% 1226((()).(2)73)
(5 b HAA=45) 861 076003 | 1099, 0701 | [:0.26, 0.3}
<0.0001 ~0.1124
4 7Y FF 2 100mg B -0.73 (0.07)
(n=215) 787 | -0.65(0.05) | [-0.88,-0.58] —
(5 BHAAN=41) <0.0001

n: 7 ¥ MM ST ERIE

R=AT AU NEOEbE, 7T vREDERNL X T ) TF o Lo R b

(SE)

ANCOVA : #HAl|, ~_X—RX 7 A1 HbAlec, X—AT A eGFR, Hlkz €T MIZE&Te

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

FPG (ZEJfERFIfE) (mg/dL)
N2 T A D DOEE TR EDE
e :
zs(n’olg%ﬁa 27\21:6315) 24320 [-516.2 iil]

n: 72X MMEENITERIK
R—ZAF AU PEOEREROT TR E D &L 2R (SE)
(ANCOVA : LOCF)

HbAlc (EZEFEAGEHE : NGSP H) K OVZEERFMIEDX—R T A4 b OFHEE-
BB EIF ERO LBV THY, AK 10mg KO 25mg 1TV T HOIEBIZEWT
LT TR REGRE L ARG ERENRD DN, KEON—RAT A 2D OFH
SEEEALEO T TR EDEF, KA 10mg LD 25mg TENER -1.93kg KOV
-2.15kg TH o7,




V. {ERICEAT 5 EE

TS HARNZX G L LI
() 24 % D HbAlec (NGSP fH) DOX—R 7 A b D% ks FAS (LOCF)
HbAlc (NGSP f#) (%)
= FIRREDE
R—=2 e o e
S b I 95% 15 fE 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=ZAFTA DD E VT TR EDE L EE (SE)
ANCOVA : ¥FH|, ~_X—AZZ A HbAlec, X—ATF A eGFR & ET /LIZETe
AER BIVEF R BLE &
(Z4=k) fyzﬁﬁ“u?u ﬁy/€7U7u 5/5?7‘27"%‘/ S—
2 10mg B P 25mg B 100mg
B 216 215 215 220
FEEE (%) 10.1 17.6 7.9 6.8

THEKR/ S FORIERARBEISIE 10mg B 10.1%, 25mg B 17.6% T, %< &
O VT EIE A 3R S g ,mm%,ﬁﬁ,yﬁ&@ﬂ%f%otoﬁ—7/7m
L3 — N ORIERFBIEIAX 13.6% T, £ < A O AV BIVEF LR BRI K OV 1
ﬁf%oto4E§ﬁﬂwk@%&5ﬁ@ﬁi$ﬁﬁﬁ% ERRECTH- -

(10mg Bf : 53.2%, 25mg #f : 59.5%, VX 7V 7F U8 51.6%, 77 BAREE:
59.5%)

e SN TARIMAE A EE S (V)L a—ZBEN 7T0mg/dL LIF, XiIhE oNihz
WELE LTeb D) 1%, KRGO 16 (0.5%) THEL, §XTRE TH -/,

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

10mg £f : 6.0%, 25mg & : 5.0%, ' Z7 VT FURE:5.1%), TXTERERWN
LHEETABE A BT 5 gL o T,

BELAERRY, =77y 1omgBET8H 3.7%), =277
By 25Smg TS H 23%), VAT VTFURTSH 23%) KOT TR
BETSHl 23%) ICRIBLL, 77RO 1 HIIELT Lz,

TR Y T7u Y 10mg BEO 1B (Zetk) THAE, =7 ) 7 m P 25mg
FED 1 TRl DFEEMERT AW L ORISR, 77 B AREED 1 B TR DA
EEBOWMENDH -T2, 12, =37 7020 25mg BEDIE #1%(#%)
THEERN~ TS T 7 4 —THLINZD, KEFFRPRD LI,
%ﬂﬁ%%ﬁ@btkb,ﬁ%&ﬁ%ﬁﬁ%#koﬁ_omfﬁﬁﬁé_kif
TR oTe, RFB, THOEERAEFGITIER Y EANIC LV IRBRE L DR
HEEMRITR WV EHE S,

F—=T TR — T 3 B (3.7%) T
PRI = 2 —m /RF—,

HELMHERLZOWMENH-7- (b
RLZERRIME, HEHARE)




V. IBICET 2 E

it R Mk = b o — LS RF53 72 2 BOBE PRI B (TR LT, =37 ) 71 2 (10mg
(FL&W) KON 25mg 1 H 1[8]) 24 B EMB 5L, HbAlc DK TR TT 7 vRICHT 5
BEEEEZ R L, V2 7Y TF R ART R ) 7Y 25mg BETIE -0.12%
DR TR ER LT, B, =27 ) 7uY 10mg LV 25mg 1 B 1 [\D
24 BRI G IR BAFC, MaERERE 7 78R h L RO LT v
Ty ANER L, TR ) T a Y RO S5 K OVR BRSO BLE A
ERIEANTES, 2 7V TFUEROT T vRRELRRRE TH -T2,




V.

BB HIHHE

ABPEL R A

OFEEBRHRIPMET LB DA 2565 & U7 [EBILFES O ARRRSR 19 (1245.121 3408k

EMPEROR-Reduced 385%)
H Ay EERHFE (LVEF) 2MET (40%LLT) L7z ARefE 2 xigic, &k
DIFA BT A ANH o THEWERIRIC = 37 Y 7P 10mg 2B L725B4
DEMER VWM s, 7T RExg L L TR L,
BT A | B, EEEEE, —EEm, 72 uMb, 7T RARRR, A R R
N ATHE R bR
PSES ERERHRNMET (40%LAT) L@ rnAReEss, Btk 7220 ¢, 7%
SABENT 5% 3730 151
FRERPUEHE | - 20 0L E (AARN), 18 E (HARANLIAL)
(B - Py | - BRHHRAMEE T L7= (LVEF 28 40%LLF & EF) B LA L2HENn, —==o—
3 — 7 DfiEhe (NYHA) OMEREDFE T II~IV ETH 5 BE
- BRI OIEBREE T A R T A NZHt» CHEIROARRIER A Z T T\ A BE
- K FEEL (BMI) 7% 45kg/m? ATl D HB g
FRBROMEUE | - 90 HLUINIZ, (DAFEZE, MAsHR, —i@MERNE mAE/E (TIA) A 288 30
(ER Ry | BRFPINEZT-AE
- HEBRRERIATEIE R (eGFR (CKD-EPI) cr) 7% 20mL/min/1.73m? Kiii TEF S
HBSREREE A AT HHEE, XIBira BT 58
BRI IR LTS L < I1E 2 SEUNICEMEIEE OB LN b 5 B,
5Tk FII~4 B DOR 7 ) —=2 TWE D%, 1:1 DOHFETZ L7 ) 71 10mg
T 7T ' RICT o MEBIT S, B ODAREOBRERREA~DO LY E LT
B Utz ARBRBRITA R b EEAICH Y, FTEIMIEEB OA X2 MERB X 841
HIZEET D E TR AT 2B CThH -T2,
T>R7Y 7YY 10mg
EEaE (n= | o
Aoy EHERDA M a
(n=3730) - : Y
+HEEBE (n=1867)
(4 R_> hEH)
TESHMIEE | EERHMEE
CHITE SN DEFESOTHIE SN2 DA XA ABE (HHF) O#)EZEEH £
ToOHIH
RIVKEHIE B | 5522 R A TE B
() < HIE SN2 HHF (RE R OVFRRS) D388
+ eGFR (CKD-EPD) cr D X—Z T A G DO LDOEZ (eGFR A —7)
ZOMOFNIRFHMIEE  (BRFRHY)
- RIERFET F TOHARM
<CHIE SN0 ME VE £ T
(RS EEELIE B
() HIE S S X HHF 1, =237 0 7o P BT 361 ] (19.4%),
TR REET 462 5 (24.7%) WTRBE LT-, OLMEIEXIL HHF (FIE) OHEE
BRERER GELMEEEBEAEY A7 L LTER) 1%, 77 bEINT%E
L7 m T ) Ta UL T T AREEOR TR LA, TRBRIIRAE L
THEFF ST,




V. GRICET 55HA

(e
(HZhE)

HIE S 7oL A FE3UE HHE OFIRIFESLE TOHIMH, HeE BTSRRI

(%) 40

35 FS5tR(=1,867)

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

30

25

BRI A
S

15
10 1
5 -
01 T T T T T T T T 1
n 0 90 180 270 360 450 540 630 720 810(8)
TotR 1,867 1,715 1,612 1.345 1,108 854 611 410 224 109
Do FaT
1/87r’r71-g’ 74 1,863 1,763 1,677 1,424 1,172 909 645 423 231 101

D& IE HHF OB X713, =7 ) 7a P U BT 7 BRI R
THERIE - (7RI T =37 7y ot — Rk [HR]
0.75, 95.04%15#AIX[H : 0.65~0.86, p<0.0001),

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

- :Ly/\;ini;ém D
T G EE S, N (%) 1867 (100.0) 1863 (100.0)
FBLIZBEL, N (%) 462 (24.7) 361 (19.4)
100 A - FE=H7=0 OFRBY A7 21.00 15.77
NP R (95%(EHE X ) - 0.75 (0.65,0.86)

(95.04% 15 #E X ) ™ - (0.65, 0.86)
pfE - <0.0001

Cox [a])7

) REEEATIC XV B L7 R o =0.0496 (25 <

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

HE SN 7- HHE (WIEI R OESE) 1%, =87 ) 7 a2 T 246 41 (13.2%),
7T R REET 342 1] (18.3%) 23 L7-, HHF (W)Ial K OVE3E) OfIFEHMK
%, =TV T7a P RET388 M, ST EARRETSS3HE T EARRELY b
VR TP U BT R ol HHF DY 2218, o7 ) 7a DU BT
TR RBECH AR THEIE -2 (FTERICKTH 87 7a2 0 HR
0.70, 95.04%{ZHEXTH] : 0.58~0.85, p=0.0003),




V.

BB 5 IHH

(B2

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

TIRREE | =X Y Tr Y 10mg B
fRHTRI R BEL, N (%) 1867(100.0) 1863(100.0)
HHF O&E#, 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)
p fE - 0.0003

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

eGFR 2 —7 :

TR ) 7Y U TIE, eGFR A B — 7 OHEEEILZ-0.546mL/min/1.73m?/
£ (95% (5 HEIXH 1 -0.991~-0.101) TH o7z, 77 BAREETIE, eGFR [LHFEHF
Bz, XA TIKTL, eGFR A1 — 7 OHEEHIE-2.278mL/min/1.73m%/4E

(95%(5HEIX R : -2.728~-1.828) Th o 7=, BRI G WM T, eGFR DK T
= X7 ) 7a P T I RBEL D AEICEL, HEOEOHTEMIX
1.733mL/min/1.73m%4E (99.9%{E#E X H : 0.669~2.796, p<0.0001) T -7z,

eGFR A1 —7 (RS)

TI7eAREE | =T Y Ta Yy 10mg B
fi Tt G B 4K 1863 1863

SUFED, HEREME (OS%IRMRER) (4.31%,9 1?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, HEIIEMOIEHEZFEKT,
E2) i «=0.001 (2FS<

Z DM ORNRFHIEE  (BRERAY)
IR F TOHARM -

BRI LCNL, =2 X7 T7a Y U FET 249 6] (13.4%), 77 BAREET 266
B (142%) ZHB L7z (HR : 0.92, 95%IEHEXE : 0.77~1.10), FE1=DKER
INEDMEIETH - 72, BFEMICBWTREY A7 ORERET 25T,

IR F TOHIM (RS)

TR | =7 ) Tu Yy 10mg B
T G EE L, N (%) 1867 (100.0) 1863 (100.0)
AR LI BB, N (%) 266 (14.2) 249 (13.4)
100 A - o= OFRBY A7 10.71 10.06
AP — R (95% 15 HE X ) 0.92 (0.77, 1.10)

Cox [l




V. IBICET 2 E

HEES
(FZhPE)

HIE S N7 OIS FE £ T oA

HE SN ODIMEEX, =7 ) 7a Y U BT 1876 (10.0%), 77 &R
BET 202 4] (10.8%) 123 L7= (HR0.92, 95% CIL:0.75~1.12), &b %0 >
7DME DR D T TV —1%, DIERIER PNLARETH o7,

HE SN DINESEE TOHIF (RS)

TRTY)Tav s
10mg &

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

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

100 A - 720 OFBLY R 8.13 7.55

AP — R (95% 15X ) — 0.92 (0.75,1.12)

Cox [a])F

75w REE

BIWERRBIEISIX, =7 ) 7a P BT 152% (283/1863 #l), 77w REE
T122% (227/1863 f5l) TH VY, FEAREWEMIFKME (=270 7ay
43 451 [2.3%]), 77 EAREE: 34 6 [1.8%], LATIHENE), JREGEG: 27 1] [1.4%],
26 B [1.4%]1), ROHEREREE (27 1 [1.4%]1, 2061 [1.1%]) TH-o7-,

HERAERROBBEELL, =7 ) 7P HTT IR LK T-
(moR_7 ) T7a 7720 [41.4%], 77 BAREE : 896 f5] [48.1%], LT
FNE), BEAFETL L ADNCEERAEFLE, OAE (33241 [17.8%], 444
B [23.8%]), Mfizk (53 i [2.8%], 62 #1 [3.3%]), L=EMAER (5561 [3.0%],
37 6 [2.0%]) ROGEMEERE 35 [1.9%], 5561 [3.0%]) TH-o7-, i
WG, SFRGHETHRBIEISD 3.0% KM Th o7,

HEES
(&)

Rk T, 2 BB RIR A OF DA )b S TR AME T L8R HR
Fraxtgl U, EAEBRIBM LT 37 7a D O etk 2 7
TRRERBEE L TR LTz, #ER, =370 7 a0k, DI 5% HHF
DORBY 27 (FEHMBEH) 27 7RI LEBIIK T E®, £72, B8
MREIZE T2 2 DOBEERFEIKFAGTEE T 5 HHF (FIE K OFEI) OB
WeGFR 20 —FIZBWNWTEH, =70 70075 BRICk 2 EEE
IRER, TRT Y Tua Y N HHF O Y A7 2K F S8, BB T 2B E X
WD ENHER SN, EBIT, ITNHLDORRT 4y M, 2 BBERBFADFOA
2 0bbT—EB LT\, F2, ARBRTIET h7 v R—Y 2AORBUIA DL
9, 2 BBERFE GO L TV WEBE T, tEONBhELE L35 X5 REE
ORI A SN2 o Tz, BIEODAREREZRRE LI2ARBR CE LNz
RV T7uroettra 7 7 A4, 2 BERFBEZRE Lizo S
Voa Yy OBEMOZEE7Ta 7 AV ERBETH -T2,




V.

BB HIHHE

QFEEBREDPMRT TR DA REE 255 & U7 EBSHRISS I ARRER 9 (1245.110 5A8R -

EMPEROR-Preserved #H#)
H A JEEERHER (LVEF) DNMRE=N B ODAEREEZRIS, o7y vavys
10mg 23BN L7238 OFIER N2 E, 778 RExgs L TR L,
RERT YA v | B IAE, EERIEE, —Ee5H, 72 uik, 77 2R5m, A h R
A TRER Peiseal Sk
PO FERERHRNE- N8R RRE, T o 2B T 515 5988 5]
EAERILHE | - 200l E (HARN), 18wl E (HARNLISN)
(BLH « PFY) | - LVEF>40% DML AR LB Eh, —=a2—3 — 7 .LIEHES (NYHA) D4
BESHETIU~IVETHILIBSE
* NT-proBNP 7% 300 pg/mL # (LEAMEAEI O E0FH D D856 13 900 pg/mL
) DB
s AT V== T, XFIA TV —=JFi 6 3 AURNIZ L a— TR I
TAEERDER (EREREWXITESEER) ¥ 5T 5803F, IR U —
=V T2 5 AUNIZODAEIZ LD AR LT7=EAE
FAeBRAMEHE | - 90 BLINIZ, DfEZE, fMzarh, —@PERME mRIE (TIA) 2380
(EH k) | BRPIFEZTEE
- HEFDRERIAJEE & (eGFR (CKD-EPI) cr) 7% 20mL/min/1.73m? Kjiii CEFE S
NOBHREREZ G T 585, LB ET 5485
 BUE B R LTV A L < T 2 AE LI EEVE IR OB E 23 b 5 B
#5551 A7) == T O% 11 OETZ L oRT ) 7Py 10mg L7 7 'RIC
T MEESHT L, 85 Uiz, RRBRIIA Ny P EEATH Y, FEFHMEEAR
DARY NERBLZ 841 tHZET 5 TG 2k 25tECThH - 7=,
26.2 18 (hR{E)
(AR NG
s F5tR
S, | | [ e
FESHMIEH | R E H
< CHIE SN DEFE SOTHIE SN2 OARIZ LA ARBE (HHF) O#)ESEHR £
TOHIRH]
RIVRAEMTE H | %72 BV AT TE
€770) <M SN2 HHF (FE R V%) DR B
- eGFR (CKD-EPI) cr D_X—RA T A L InHDELDEZX (eGFR A 1 —F)
ZOMOENIRFHGIEE  (BEEEH)
« RIERFETS F TOHAR
< CHE SN FE E T W
fE R TR IE H
(A 2hHE) HIE SN OMAEFEIZ HHF 1, =287 ) 7a P BT 4156 (13.8%),
T RAREET S F (17.1%) IZHRBE L, LML HHE (FIE) OH#E
BRERHER GELMEFELZHEAY 22 L LTER) 11X, o7 MbEfHT%E
L m XY Tu Y L I AREEOR TR LG, BB A mEm L
THEFF S 7=,




V. GRICET 55HA

(e
(HZhE)

D& IE HHF OB X7 1%, =7 ) 7a P U BT 7 BRI
THREIE -7 (FT7evRIZHT 2= "7 7y ot — Rk [HR]
0.79, 95.03%15#HIX[H : 0.69~0.90, p=0.0003),

HIE S 7oL g SE3T HHF OMIRIFESE TOWIH, HeEE BB

(%) 40
35 4 71K (h=2,991)
JvT47 & 10mg (n=2,997)
30 A
# 25
&E
=2
ia 20
B
b
= 151
10 A
5_
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)
TR 2,991 2,888 2,786 2,706 2,627 2,424 2,066 1,821 1,534 1,278 961 681 400 187
DoF LT
{8;;;"’1 2,997 2928 2,843 2,780 2.708 2,491 2,134 1,858 1578 1,332 1,005 709 402 192

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

751 AR Iyﬁi;;;yy
ATt R BEE, N (%) 2991 (100.0) 2997 (100.0)
B L72EBEE, N (%) 511 (17.1) 415 (13.8)
100 A\ + FEd72 ) OFBLY 27 8.67 6.86
AP — R (95%EHE X ) — 0.79 (0.69, 0.90)
(95.03% 15X [H) ™ - (0.69, 0.90)
pfE - 0.0003
Cox [a])

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

BRI A

HE 72 HHF (F)[E] e OVR36) D388 -
HE S HHE (FIEIROEFE) 1%, =37 ) 7a P BT 259 il (8.6%),
7T R AREET 352 61 (11.8%) 23 BLL7-, HHF (W)E K OFS) ORI
L, =oRXT U Ta P R ETA0TH, TR TR b
VRT Y Tu BT oo T-, HHF ORBUE, =7 ) 7u P VBT T
T ARBEH AR THEIE 72 (T T2 RICkT 5= 237 ) 7P OHR 0.73,
95.03% 1 HHX ] : 0.61~0.88, p=0.0009),




V.

BB 5 IHH

(B2

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

o e AV Il = R
WA AN it

10mg #%
fRHTRIGBEL, 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% 15 HE X ) ™ -
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 T Y 7P BT, eGFR A 1 — 7 OHEEEIE-1.253mL/min/1.73m%/
. (95%IEHEIX « -1.465~-1.041) TH o7z, 77 BREETIL, eGFR LK
I, TV AARTIKTFL, eGFR A1 —7OHEEEIL-2.616mL/min/1.73m¥/4F
(95%1ZHEIX M : -2.827~-2.405) Th -7-, 1EERIELR G5BT, eGFR DIET
TR 7P BT T ERBELVARICEL, HEXOEDOHEMIT
1.363mL/min/1.73m%4E  (99.9%{Z#EX ] : 0.861~1.865, p<0.0001) TH 7=,

eGFR At —=7 (RS)

OV AU Rl = A%

A A Y 10mg B
FEAT R SR EBEER 2911 2925
BUTED, R (95%E KR 0.180 2016
(-0.445, 0.084) (-3.280, -2.752)
2,616 -1.253

w1 E %1E A
BEED (L e oSt | RO

TR EDE (95%EHX M) -
(99.9% 15X [H]) *2 -
p fE —

T U H MESET IV

HE 1) B eGFR IZKIT 2 RaMIEH 2R L, X IIEMOEM 2T,
£2) Wi «=0.001 (ZFS<

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

ZOMOBIRGHIEE  (BERM)

RFERFETE F TOWIR -

BIRETE, T=oRXT Y 7P BT 422 61 (14.1%), 7T 2REET 427
Bl (143%) [CRHL, BEREMICBT2REY 273070 7P jf
T TRRBECRIREE CTh 72 (O — R 1.00, 95%FHEXM 0.87~1.15),

AFERIET E TOHM (RS)

- . TR FTYyTav
75 REE

10mg 7
Rt R BEE, N (%) 2991 (100.0) 2997 (100.0)
AR LI BB, N (%) 427 (14.3) 422 (14.4)
100 A\ - FEd72 ) OFBLY 27 6.67 6.60

NP — Kb (95% 155X ) -
Cox [F]J7

1.00 (0.87, 1.15)




V. IBICET 2 E

HEES
(FZhPE)

HE S 7D E 5E £ T o B

HE S DIAEREE, T2 7 ) 7a P BT 219 B (73%), FI&R
BET 244 6] (8.2%) ITHBL, EBRI=L 7Y 70UV BTT T ERREL
0 ETAR o7z (N — R 091, 95%IEHEIXMH 0.76~1.09),

HE SN2 ODIMAE S E TOHIF (RS)

A = S
10mg &

T G EEE, N (%) 2991 (100.0) 2997 (100.0)

DAL BER, N (%) 244 (8.2) 219 (7.3)

100 A - b7z b OFRBLY 2o 3.81 3.42

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

75 R

BITERZBIEIGE, =7 7P U RET 16.5% (49412996 ), 7 wREE
T 13.8% (413/2989 i) ToH Y, FEREWEHITIRIEELGL (o _7 ) 7 U
94 5l [3.1%], 77 &REE: 7161 [24%], LATFFENE), KiE (48 #l [1.6%],
34 6 [1.1%]), BHEREREE (39 #1 [1.3%], 35 Il [1.2%]) K OMKIMmEE (31
Bl [1.0%], 3161 [1.0%]) ThHholz,

HERAERRORBEERL, =7 ) 7P HTT IR LV IKI-T-
(=7 Y T7a P 81436 B [47.9%], 77 BAREE 1543 61 [51.6%], LA
TR, EAFECTELS AN cEERAERFGIL, OF4% (448 #1 [15.0%],
594 1511 [19.9%]), fifiZe (100 B [3.3% ], 119 1] [4.0%]), Lo AmE) (92 41 [3.1%],
80 5l [2.7%]) KOGMEERESE (81 i [2.7%], 107 # [3.6%]) Th-otz, fi
iy, SR THRBEIGD 3.0% KM Th -7,

HEES
(&)

Rk T, 2 FUBERIG A OF DA )b S T BRI RN - 8 DA R
Fraxtgl U, EAEBRIBM LT 37 7a D O etk 2 7
TRRERBEE L TR LTz, #ER, =370 7 a0k, DI 5% HHF
DORBY 27 (FEHMBEH) 27 7RI LEBIIK T E®, £72, B8
MREIZE T2 2 DOBEERFEIKFAGTEE T 5 HHF (FIE L OFEH) OB
MeGFR A —I1ZBWTY, =T ) 7al 07T R A EEE
IRER, TRT Y Tua Y N HHF O Y A7 2K F S8, BB T 2B E X
W5 LR SN, BRHERDMRNTBE DA R R R L LEARBRT
Bonzo X7 ) TaProretTa 7 A X, ZRETIZmLENRTWS
TRTY TP ORENET AT 7y AN ERRETH Y, B BRVED MR
iz,




V. {ERICEAT 5 EE

<18 M >

EHRBETDO Y 27 Db H1B MR (CKD) ME x5 & U7z EFRILFE S I AERER 17

(1245.137 3ABx -

EMPA-KIDNEY ##5)

HHY

IEBEITOY 27 O DH CKD BE 234100, BHREET XTI & E T
OMBNIRIT D7) 7 //ODfJJS'E%prﬂﬁbto

BT A

B, EERILE, A~ MIER T2 Al 7T RARR, CHEER,
NPATHE ] PR

ISES

BERBHITO U A7 OH D CKD BE, 7 v Z 2MEEIRHT FIE 6581 4

R

- AEED 18 LA (HARTIX, 4Fip 20 %Ll 1)
- BIREBHEITO U A7 DH D CKD BFH

A7V == TR0V b 3 n ARIROARA Y U —=1 7 KBk FosR
ENTEHROBERBRE/RREZ AT, U FTOWTrEiliz+ & LER
L7z,

eGFR (CKD-EPI) cr20~<45mL/min/1.73m?

eGFR (CKD-EPI) cr45~<90mL/min/1.73m2 2 RF TNV T 2 /7 VT F

=tk (UACR) >200mg/g (UTRFEA/Z LT F = H>300mg/g)
R Y Ta Yy (XEEOMo SGLT2 BRERIR SGLT1/2 BHEA]) 12X
HIERIILE WSS, 2>, 0O X ) IRIBENREY Tl &)
Wr <7z CKD #B#

7B, FERWE FEEIIMDRV) 260 2 BE LRERE A0 LAVEE %
FNENEEKRD 3 50 1 L EE eGFR 7% 45mL/min/1.73m? % L[A] % 8BEFH D

m®ﬁ3\@1i1_ﬁwbtﬂﬁgv:%ijﬁ%VVV%mAQ
m%ﬂi%@ﬁﬂ&w%QXﬁ@m%T%é%Q%%wT,@@&%%fﬁ%
SnbZEELT,

ESANE 4P St
(ZH - Hek)

- 2 BUMEIRIE C, 77 a— AEREE (LMD AR (OREZE, PROME, INAE
o, OISR ERELD [TEOEETe]) omERSY, 27 ) —=v7
H5 D eGFR 23>60mL/min/1.73m2 O B3

- MEFEENT, BB, UTAER N F—BRETEL TV ERE

CSEGEMRME, XITA 7 Y —= 2 ZRHCIHES <90 XI1E>180mmHg O &
#

- LRV O BE

-ﬁfswﬂ%ﬁ®ﬁfﬁﬁﬁ@%%ﬁ%& X7V RF=Y 1 >45mg (X

F4E) Z# 59 (RBREMmFTEE 55 2.0 RICTEE*)

-@ﬁ%ﬁ$_,ﬁ%%%%xié EJIHHIIR S A D ATREME D & 2 BETEE (f31
HEEOMRIREE, W5 4 FLUNOEOIEE IO v 7 2 [FERE
R &I 2 bR < ], XUTIE D7 v 23— )L/ 3 ELR )

- VABEIRIG DR (TRBREEMEGETHEE 55 2.0 iRIC TERD)

*ZSEATOMEIL, EE 3 » ALUNORENMHEEE (L F=Y 12 <10mg
iH“E%H<) XIE7F Vv R=vur>10mg (XITFR%E) 285 1)




V. GRICET 55HA

P 55575 T U LEIRTO 8~ 12 W 7 TR EEKE L, T4 LAEIMNRICEET ¥
N IA R RS 1070 UL BISET B £ T2 7Y 7 a P 10mg LT
TEREEGT D,

24.331 8 (PR{B)
(R hEHE)
gy Ll | Rt _I: o

BRBETOUATH iy Lk Sy 740-7v7

BAUEBRRES BAH (n=6.581) ¥ 77 210mg 151

H AT S T I

AIEDORE T 4y MEHEEBE LEBHTIEEZREFT 5720, KB RL

(ESKD) DOHEA X2 hFEBELN 150 I Lz (BEE T FEET ¥

N1 A X N 1070 D 5 BRI 60% M5BT 5 & Tl SN -kKim) TOR

WD HR AT 2 232 2 L NEHE S Ts, FEEIT OSSR, TORE L

TRROFEEE - LA 3R R 2 Bk 25 2 & L&,

(1) EEFHImEH O Cox [BYFET /U L B/ — REIZI5V T, Hwang-Shih-DeCani
D o {HEBE (v=-8) IZHEDEE Sy Szl p fE CHERE TARS
nsz e,

(2) FIWREHmSEE Th 5, LIESLUIRBE AR E COMMN, il
HEEFHMEEE TRO LN — Rk TSN &, 72720, p
fIElZ 0.05 Kii & § %,

FERHNEE | FEREME E

LLFOWTNNDA X N ORI E T HifH

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

HESNTEBERBICL DT, LT & LEIF£IZ eGER 28 40% UL ¢

FNZAK TEY W) OYIEEEE £ COHM

< HE S Uiz i BE

TE1) ESKDIE, #ERREHTOBIMA X ITB MO & 2% LT,

H2) eGFR DIRFICRIT D TRkt OERIT, LIFoWwWThne Lz,
CPEISNET A u—T v 7B 2 [ LT (30 BLLEORFT) 3B b
FaWiek” o>
CTPESNIRE T A u—T v R, UIIET, FEREE L < B &
72 5 B D BA& T E RIS DI A

RIRHAIEE H
(k)

LRI B

HIE SN OARRICE B ARE (HHF) XIZHIE S LD ILE SEDO W] [EI FE B F
T O

- 2R ABE (FIELOFHIE) £ To MR

< HIE SN 2R F TOHIR

ZOMOREIRFHMIE E  (BERAY)

- BRABETT O AT B E T O HfH]

< HE SN FE E T o MR

< CHIE ST 0 M FE XL ESKD O )EIFEEL £ T O]

ZOMOFAMEE (FREH)

« eGFR (CKD-EPI) cr ™4EMIZ L= (eGFR A 11 —7)

- R=ATA UMK Ty —T v 7EEET (HIRH)
-2 HHBORENSERE T yu—T v FEEEET (18




V.

BB HIHHE

(e
(HZhE)

AFRER 1T P AT RS HEVY, ESKD OFIEIA R FIEEEAS 150 fRICE L
72% (ZOFRSETHEELTZEET Y M LAALARY MDD S H 58% [624/1070
] OFEET T LA R EBRELNE) I, BRMEO RSN N T,
ZORER, TORELZREMPIEOREERE- Lz Z 20D, MyT—XT=
2T REBRFEIMECL DR T ¢ v FEHH E LR BRO B k& )
% L, Executive Committee (Z &2 ¥ 38R O B3I 1E S Fe il iE S vz,

BEYMOFIMEILI T v T 4 T ARET 2437 5 H, 77 BARFET 2433
HThoT,

FEFAGE A

BRI T U DM BN R L BEOEEIX, =7 ) TJuD B
(430/3292 3, 13.1%) TFZ7EAREE (553/3289 i, 16.8%) Xk, =v
X7 7 a YAl L0 BREABEIT T OME DR Y X 71377 2RI
THEIZET L O —FRE0.73, 99.83% CI : 0.59~0.89),

R BT SUHE S 7o DI ESED YIEIFE I £ TOHIH (RS)

- . TR T)TaYs
A i

10mg #f
fENTRIREBEE, 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% (R - 0.73 (0.64,082)

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

1) 99.83%EHE X B BIAEHTIC X 0 D U= i) ¢ =0.0017 1253 <

BRI U A SEOHEE BB BRI T > & LB OF) 1 %0 b=
PRT YTV LT TR ARFEOR TS O LR Y, BEENED L
TLE LIHEEMB GO 2% £ THERF Sz,

PR IEEAT SUTHIE STz D A SEDOWIEIFE S &£ T O, HEE R SR
GEOLMAE LR OB BE L HE Y 27 L LTEE) (RS)

(%)50

45 7R (n=3,289)
JvT17>Z10mg (n=3,292)
40
35
#
T 301
=R
w254
F
" 204
%
154
101
54
O T T T T 1
no 0 180 360 540 720 900(®)
P 3,289 3.241 3,132 2349 1553 679
SuFLT
Tomg 3,292 3.244 3,164 2.389 1,601 726




V. IBICET 2 E

HEES
(FZhPE)

NR—=2F A L OFERIFE OGO FE A R b (R BT 30

) DOFREBLIEIAIT, Ti‘%d)é::b@fzﬁ;@ R—R T A OFERFEOFOF I
L O TERFNOFEIMNTD LTz,
FEPRIF A 0D MR DR BAELT UL O IMAE SE D FREHES  (RS)
WA B 75w KR Iyﬁii;fyy NP R
{EE 00 g H *
i (3289) (3292) (95% 5 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—=2AF A D eGFR BIDTH A N b (BHEEAMEITULOLMBESE) DOIFEE
B, TEOLBYVTHY, "—ZF A D eGFRIZ L & FTARFN DA RN

Wbz,

N—R2F A D eGFR BB BHEST

XIF M ELDOREHEIS (RS)

NR—RZF A D eGFR
(mL/min/1.73m?)

77 v R
(3289)

A/ Rl = B
10mg #¥f
(3292)

NP— Kk
(95%fEHEIX [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])7

N%134V®UMR%@%A$ImW®F% FHA RN (B BT
IXDMAETE) OFRRBREIGIL, X—R T A D UACR 2MEWESEMIZE S5
ffﬁk®#ﬁ¢é<&0 ARENDAHMEDIRET T DM FEBD v, iz,
BRI B OFE L OFESHHEMIZI 1T 5 X— A2 F A > @ UACR BI O Sy [ fif
Br CR®&MAENT) ORER, BERFBEIEG DN DX—A T A @ UACR 28 30mg/g A
T OEMTIL, A X2 MDD e <FHBZIZRA DR H Db DD, BRBHETX

O MAEFEDFRBEIGILT T B RREL LN TAHRARE CEWEM Th o7z, ZD
R & LT, YO ERHOERS (X2 M) N TR L, RED
EATRRERLNTH D Z Lnh, FHliAKREEE R o TorREMENR H D & & 2T,

R—2F A D UACR BIOBE BAETT ST AE FE DRI EIS (RS)

N—=Z2F A D
UACR (mg/g)

75 ARRE
(3289)

Ry Ta v
10mg Bf
(3292)

SN R
(95% B #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])fF




V. {ERICEAT 5 EE

HEES
(FZhPE)

BRI O DE DA BRI Je — 2 5 A D UACR BB AT X 1300 /5 5E D
FELES (RS) (FHEMT)
E?{jﬁ N—=2RFA4 D | TTERE I‘//\;an)g;;y/ /\47:% N4 *
. UACR (mg/g) (3289) (3292) (95%Z HE X [#])
30 A 8.7 (29/335) 5.1 (16/311) 0.61 (0.33,1.13)
AP | 30LLE300LLF | 10.4 (49/470) 8.9 (42/472) 0.90 (0.60, 1.37)
300 B 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)
FEADF | 30LL300LLF | 6.2 (29/466) 5.5 (25/454) 0.85 (0.49, 1.44)
300 # 21.0 (208/992) 16.8 (163/971) 0.78 (0.63,0.95)
HEEIG © % GBS R G150
* 1 Cox AR

F7-, CKD EIEENFEICE S S ENEFIC
TTX WA SE) DOFRBEIS

BID, FHEANC (BE
XTERDOLBYTHY, BT TV —DOf% ﬂ:

BB 2 & DBEFEBKL A N MDD I N2 ORI IR AT H 5 %)0)0),
3( é: Ao EDERERFNZ BN TARFI DO EZA N h OFEBINHILN R AVRE STz,

N—2F A D eGFR B N—2Z F A D UACR BIDOEE BT UL OMLAE FED

FHEIG (RS) (FALMRT)
eGFRV UACR? 7T R I\//\;an)g;‘j e (95/02:1;;5\:;%) 3)

Al 0 0 -

Gl A2 0 (0/1) 0 (0/7) —

A3 59 (1/17) 143 (3/21) -

Al 0 (0/2) 0 (072) —

G2 A2 2.3 (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) —

FBLEIE © % GEBUFBUMHT R GBIE), — @ A X2 MO W oD REA

1) X—AT A D eGFR (mL/min/1.73m?) X543 & L’C Gl :

75, G3a : 45 LLE 60 A,

3) Cox [Hl)F

G3b : 30 LA I 45 K,
2) N—27 4 DUACR (mg/g) K53& LT, Al:
VPR (30 LA 300 LA,

15 DLk 30 Ri, G5 -
Eﬁ (30 i),
A3 BEMET LTI R (300 #B)

90 DL E, G2:60LLLE 90K

15 Al
A2 RET VT




V. IBICET 2 E

ES
(B2

R FIRGHGE B
HIE ST RFERIFE T £ TOHIR -

IR &HE SNTBEOEIRX, =37 ) 7P U8 (148/3292 4,
45%) TTT7RvAREE (167/3289 B, 5.1%) KVIK -7, =27 )Ty
VEETORERETCD Y ATIKTFIET 7 B RBICHXTHE CIER o712
(p=0.2146 TH Y, HEKAETH S 0.0290 #HBx72),

HIE ENT-EIERIET £ TOWIK (RS)

Ty Tavy

7T ERE 10mg #f
fENT R RBEE, N (%) 3289 (100.0) 3292 (100.0)
EFERFET EHE S NTEE, N 167 (5.1) 148 (4.5)

100 N -fFEd7= v OFEBLY 2 7 (95%(5HHIX ) | 2.59(2.21, 3.00)
A= R (95% EHEX ) —

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

(97.10%fZ 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,

HIE &7 HHF UTHIE S 72 0 ME FEO PRI £ TO /IR -

HHF XX MEE EHE SNTZEEOEAGIX, = X7 7a v
(13173292 3, 4.0%) TFZ-EAREE (150/3289 B, 4.6%) L VAKX -72M,
TR 7P BETO HHF I OMEED Y A 7K TIX 7T BRI
RTCHETIEH o7z (p=0.1852 TH Y, AEAKMETH D 0.0145 2 7).,

HE 72 HHF UTHE SN0 M FEOP)RISEE £ TO B (RS)

TRy TaYs

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

100 AN4EH7=0 DOFILY 27 (95%(FHEXH) | 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 A7

1) 98.55% 15 HE X MBI 4 7R 9772 DI L BE 22 WA K YE 0.0145 15T 2,

K ARE (F)E K OFE3E) £ TOMM -

AR ABENEE LT-BEOEIGIL, =7 ) 7aP R (838/3292 4,
25.5%) TT 7 BREE (894/3289 #l, 27.2%) X 0L, EJRKAREDORIEE
e (FIEROESS) oo X7 ) 7a U (1608 1) TF T REE (1887
) Lobienotz, RFERABRORELY 271X, =7 ) 7aP BT
TR RBICHANTHBEIIKT L (p=0.0025 TH D, KENTICHWT-A B KL
TH 5 0.0097 % FlEl~72),




V.

BB 5 IHH

HEES
(FZhPE)

RS (1A R O FFE) R OVHE SH73ETE (RS)

P I://fj;li;‘j 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 #E X ) * - (0.76, 0.98)
pfE - 0.0025

Joint Frailty €7 /L
1) 99.03% 15 #E X AT RUE 2 /R 72 D I L B 22 A B K HE 0.0097 (2)HIE T2,

ZOMOBENEHEEE  (BERAY)
BT OMEIFEBLE TOHIM -

BIRHEEITEZ R LI EBEOEISE, =7 7a P U (382/3292 1,
11.6%) T 7 BAREE (499/3289 fl, 152%) K VAKL, BRBMEITNRETD
FCOHBDOT T vRICHT DL RT ) TP — REIFAEICLE2 T
[lo7z (A= RE0.71, 95%(EHXMH : 0.62~0.81, p<0.0001),

BIRBEITOMEIFER E TOHIH (RS)

25 bR :t‘//;"gr‘nyggim:/“/
fEHT R EEE, N (%) 3289 (100.0) 3292 (100.0)
B BAETT L HIE SN2 BE, N (%) 499 (15.2) 382 (11.6)
100 N+ 4EHT ) DFBLY 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 SNTZBEOEISIX, =37 ) 7 a P R (59/3292 41, 1.8%)
KO 7 vAREE (69/3289 i, 2.1%) & HITIELS, WEGHMZEN®H D Z & 2Pk
R TRERIIE bR o T,

HE ST ESEE TOHIE (RS)

75 b R I‘//I"jr‘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%EHXH) | 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

HEES
(FZhPE)

HE S 72O FE T ESKD OFIEIFEBL £ TOHARK

DA FE X ESKD & 581 L 7o B OEIA 1L, =237 ) 71 ¥ U8 (163/3292
i, 5.0%) T Z7EAREE (216/3289 f, 6.6%) LYK, LIMEIEXIT ESKD
DIBT D ETCOMBEOT 7RI T D7) 7a POt — REidfa
B2 1 & FlEo7z (ONF— R 0.73, 95%(E%EXH : 0.60~0.90, p=0.0026),

HE SN2 0B FE XL ESKD OF)a5EE £ TOHF (RS)

75 b R I://f(ini;‘j 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 -4EH720 OFEBLY 27 (95%FHIXH) | 3.40(2.96,3.87) | 2.55 (2.17,2.96)
AP — R (95% (5 IX ) — 0.73 (0.60, 0.90)
p e - 0.0026

Cox [A])F

ZOMFPHIEE  (PRER)
eGFR Ao —7 .

R Z ) 7a Y o HOBRMEMICEIT 2eGFRA T —T 137 T AR L D /N
X<, 1EHZY OB BERERZEIX1.36mL/min/1.73m2TH Y, =7 ) T7my
VEED T T B ARBECK T AR ZEIT-50% (FHEfET) THoTm, =T
7Y U iZeGFROK FZBELEIED Z LR EN, N—AF A L TOUACRYB]
DAL OFE R, VEHTZ0 O 7 T v REE & OREFZEOHETEEITUACR
P IEF A O B T0.78mL/min/1.73m?%, ET7 V7 I VIROEBEET
1.18mL/min/1.73m?, BAM:T /L7 I VRO EFE T1.74mL/min/1.73m> Th - 7=,

LW 5 eGFR A2 —7 (RS)

7T R TR T Y T a YR
FRAT et G BB L 3289 3292
EIRED, HEEE 37.25 36.10
(95%EH X)) (36.79, 37.70) (35.65, 36.56)
=D [AE], HEEME -2.90 2.16
(95%1EHE X M) (-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) I IE eGFR KT 2 @Mz £ L, B 3RBMER %7,

H2) EELE LTENE (77 RO T 2REFOIBRROEDIL) 25
BHIZIBIN LTz,




V.

BB 5 IHH

HEES
(FZhPE)

BRI I1T 5 eGFR A2 —7 (RS)

7T AR TURTY TV R
RN G R E 3202 3207
GIREY, Hewfl -0.23 231
(95%(EHHIX[H]) (-0.41, -0.05) (-2.48,-2.13)
TV [AE], HeEH 2.74 -1.37
(95%1EHHIX[#) (-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

D) B IE eGFR IR 2 2MEERHZE L, BEIXEMNEHEZERT,

H2) EEE UTHExZE (78RO ICT 2 MORRDREOEDOL) 25
BENIBM LT,

BRI S OFE K OFESOHERIC BT 5 _X— 2 T 1 OUACRBIDERSHE ]
fENT (ERRMENT) OFER, WML OMEMEMICE T 5eGFRA v —7, HEIRIH
FHEEPHEHIZBWT Y, XR—Z2F 4 OUACRIZD D BT, 7 I B REECE
NTAHFETIEMEINZ BT 5 eGFRIE T DIEBIEDFR D 517,

BRI A DFOA R (CFRTHE), WOITHERF A O E KL RR—ZF A D
UACR Bl CE#&ENT) OSHIRICEBIT % eGFR A —7V .2 (RS)

fz};{f R=2AF A 2D S5 R e AV R = B E%f‘aﬁ%
i UACR (mg/g) 10mg B (95%1EHE 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

BERIR O DFOA R (CFRTRE), WOITHERF A O FEYN KL RR—ZF A D
UACR Bl (F&fptr) o8Iz 5 eGFR A —7 V.2 (RS)

#ﬁﬁﬁ N—=2 54 o NS ﬁﬁﬁ?
ANEap) @ UACR 75 REE 10 mg B (95%EHEIX.
i (mg/g) )
30 Al -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 i)
2) Shared Parameter &5 /L
3) FHEMART




V. IBICET 2 E

HEES
(FZhPE)

F£ 72, CKDEJEEZFICHK S EAEMICBIT 2, 2L ORI
5eGFRAT =TI FERDO LBV THY, BT 23U —DMbIC X 0 E
TEDOBREFHI A X MDD I N ORIZIBRIIH D00, 1ZEALY
DER RN B W TAAIRE TIEMEINC 1T 5eGFRIK N OEBIENFERD 5Tz,

NR—2F A D eGFR B K R —ZF A D UACR BOEHBIZBIT 5
eGFR 21— V.2 (RS) (M)

b e TR TYTavr Rz
€GFRY | UACRY | 77 L7k 10me B (95% TR
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) | -7.42 (-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,-120) | -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,

7o O RE

— ARy N DTN

1) "—RFA2®eGFR (mL/min/1.73m?) X4r& LT, Gl :90LLE, G2:60LLE 904
i, G3a: 45 LAIL 60 A, G3b : 30 LAl 45 K, G4 : 15 BLE 30 Kiifi, G5 : 15 K

2) R—AF A D UACR (mg/g) K4yE LT, Al: IEW (G0 K, A2: MET LT
U (30 LA 300 L), A3 : BEPET LT I VR (300 )




V.

BB 5 IHH

(EE S R—=RF A D eGFR B g OX—2F A > ® UACR BIOEMEIIC I T 5
(Fzh1E) eGFR Ar—=7"V .2 (RS) (FLMNT)

eGFRD | UACR? 7T AR Iy}glinl)g;;l\‘/\/ (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—=AF A D eGFR (mL/min/1.73m?) X453& LT, G1:90 LAk, G2:60 LLE

90 i, G3a: 45 LAk 60 A, G3b: 30 LAk 45 Kiw, G4: 15 B E 30 &fil, G5:
2) ii%f-?% D UACR (mg/g) K43E LT, Al : EE® GOR, A2 : #ET7 LT

TR (B0 LAE 300 LATT), A3 : BEMET LTI VPR (300 )

i AFBROZAMER Y, FANCHE LEEEAERS (pRokbhik

(REVE) | icEoAEES, BT, WELE FR, EEEOBUK, FCERT &g
EHEG (FEE, 7 F7 Y R—y X, TR, CIICBEET 2 Retkod 5
AEFRR), FANHE LTZHREOAEFEFE RE, &0V v LAMfE SEERR
PRI, BB e VR, RIRERCY, SEBEIEONIK, EREMRIEE, B8, R
FRAEVERE, SMEEREE, oo U A L A RYGYE) MO EERAEFSICR
ELTIE L, (k@ BRAEMIZOWTIE, HARNEBVERERBEE CORE4e
W77 7 AN LVETZD DL T 57O, KRR THBLLTT X TOR
EEGEINELT,)

BIVEIZEEEIA1X, =27 ) 7 a P BT 24% (793292 B)), 77 REE
T 1.8% (59/3289 i) T o 7o, ERBIWERMIL, 2 mF 0 A /L kY% (98 #i[3.0%],
107 41 [3.3%]) KOvaakE (1141 [03%], 1341 [04%]) ThH-oiz,

HERAEFERFROBIEIS, =7 ) 7a i 33.0%) &7 7 2REE
(35.4%) CRIRRETH -7z, EREELRAEFGIILHEREE (93 4 [2.8%],
11741 [3.6%]) Toh-ol,




V. IBICET 2 E

b R TURT Y T r AL DIREIL, MEEAV CKD BEIZE VT, LEICR L

(& ®) THEREBICERO S H KT 4 v VAT HZLIRENT, =237 ) 7
U UATBRBEI T RO M (FEFHMEEE) OV X7 2T T'ARLEY 27%
L, ZOEITHMAFHICHEE TH T, FETREMIL, X—R T 1 VFf
DOFERFAADEOA TS eGFR fHIZ b BT, T2 RF U 7Y v OB R#E

MPHFESNIZZ L Th D, N—AT A VD UACR EREWEEIZL, —
PoRTY T a Y OIRFREPEINT AN A DI, — 07T, BREET
BT H2REB= FARA YV M E L TRDLNTWDEMNHD eGFR A 1 —77¢
BT 2B OFER, =2 X7 ) 7a P 3 EFE T VT I VREBEIC
KHLUTHLAENTHLIAREERE W L2 LTS, 2, =7 ) 7ne
CATRIFRABED U AT b 14%W S, FOIERDFITN—R T A I
@#Fé)?f?ﬁ‘ OFOHEE, eGFRH, XUXT /L7 I U ROWBEIC )b ST H@A L

R BT, AEFR K OLZENMEIZET D R REME O RIT=
Voua Y OBEMOREET a7 7 A Ve BBLRELL T\, =37
TP DRI T 4y b U A7 FHIORE FIE, BEEV CKD BT
WCTRIFThoT-,

2) REMHR
OEME I &R L ORI Z MR D (124538 3UER)
M= > s — V3R A43 70 2 BUBE PRI RS 2 KRG "7 ) 7 m 2 (5,10, 25 OV 50mg)
AEEEEL LCL B 1B 12 BERO#ES L L 0L OLEMEE2 7T 'R L ik Lk
HL7, EBlT, =y Y TrYr (IO&UZSmg) Z1H1[E40 BREREREG LIZEED
EMZetteme Lz, 12 BRI SC BIVEF R ELE S 1 Smg BE 9.1%, 10mg #f 7.3%,
25mg3%$ 11.0%, 50mg #£ 11.8% ToH Vv, EARREIEAIISEIR, N\, 5, KIEESETH -7,
W52 5 BIVEFAREHEAIE 10mg/10mg f 19.3%, 25mg/25mg B 18.3% C, E/2EIVE
TR, (55, D8, RERD, REEYYESF CTholo, 52 BB TAMOE G407 &b
1 [A15Z 1) 7= R O EIWE I R B EI A 1T, 10mg #F 13.9%, 25mg B 14.3% TH 0, FeWERITHER
N8, RERED, K, REEGESE Cho7z, =37 ) 7 5mg, 10mg, 25mg XY
50mg 1 H 18] 12 @5, 10mg & 25mg O 52 B ORMFEG CTCOREMENBITHD &5
b,
(FBROFEMIL, V. 5. (3) HERSRZEHBROES )

&)Kﬂ@% LENTHE - ARIIRO LB TH D,
B PR Jv>
W, A i:/A&)7m//kL11Mg%1H1@%@m11%ﬁ&*%u&5#5 7B,
PEARRBEAITIE, Bl E2 B2 25mg 1 B 1 EICHBET A2 2N TE B,
<E@uTA e P T g >
WH, RAICIEZ 7Y 7u Y LT 1omg 2 1 B 1 R I a%Ick a5+ 5,



V.

BB 5 IHH

@EWNS I FAJFEEEIRGRER 10 (1245.52 3 ER)

HHY & 1 IR T EANC L D1/ Tl = o b v — VAR +-45 70 2 BUBE IR IR &
L LT, =7 7Yy (10mg XiE25mg % 1 B 1 [E#%Y) % 52
MOFH# G- LTz & & ORMZ MR A Z T 5,
RBRT VA > | B, —HER, 7% b, WATHERER,
ANTR= 7 LT RIDFRBRCIXFEERD A bRV R GREEZRE
POE"S 2 TN PR P FR
BB 1351 41, FEAFUBEIE 1160 B
R R
E 4~ VR S
AR B e e | o | mee
SiE B4
T 7Y 7Y 10mg B 136 136 136
A= L
TR ) Tr P 25mg B 137 137 137
7 Al
A MRV R 63 63 63
T A FR | TR ) 7 a Y 10mg B 68 68 68
FEH TR T Y T 25mg B 65 65 65
FFIYDLH | T8 T a Y 10mg B 137 137 137
FEH TR Y 7Y 25mg B 136 136 136
a-IaL K — | T T ) 7a Yy 10mg B 69 69 69
B REEA TR Y 7a Y 25mg B 70 70 70
TR 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
TR RPEUE | - 2 AUBE IR B
(BERY - ) | - BFRE R ONEENRIE 2 F2haF O LU T Of% O mbERE T3 1 I L 1R %

T TWLREE  ANVKR=V U LTH, ©F 754 RRER, F7vI)vr
FIEA, a-7avFd—VHER, DPP-4 [LEH KL O A 2 U 5y
WHMRHEA]

- HbAlc (NGSP ) 7.0~10.0%

- 20 2L |

+ BMI 45.0kg/m? LL T




V. pICEAT 53 H

F 7 bRop L UE
(ER - Hoke)

cay hr— A ARtgrrEmiibEce A 5 EE

ARV T GLP-1 7 r 7 TIREROBE, KON 2 L Eofnim
PERE T TR SN TV D ERHE

- SRR RERE, MMAEH SO T MMM M EORBERE 2 AT 5 B

- RS RERE E OB A2 3 B

CANKR= AT LT R, FTN D REA], a-F V3 X —ERREA], DPP-4
B A M OV A o R U 2 Gy WMIEHE R FEREVRIRRE © eGFR 2%
30mL/min/1.73m? A O 5 B B R RE PR 5 SO N

BT A RREAILERERE © eGFR A% 60mL/min/1.73m> Al 0> o 4 FE R
G e N e

- AESREAVEF T ST PRI R 4 5 | & 2 T OTH LS Pl &2 7o B
- FLECHIRE LIS O ICRREB LT, U ORRE 2T -8

- MIREEE R T 288, %

5 Jik

TR REAO 2 BT I EARE 1 H LR, KERIROBEG L, 1B
EHNCIE, =2 X7 ) 7a Y URECITIERRIEA 1 B 1], KEHITRFTDUTE
B OEE L, BERRENITITE 24 FEH & 725 X918, f#RIZIEFE RIS
BH LTz, A MR RETIE, RBR¥EL 1 A 2~3 1, KEEITRATITIE
Bz N5 L, BRMBHEIZ 1 B 500mg & L& 55 12 £ CloHRsE (1
1000mg LA b)) (CRGESEDH 2 L& Uiz, EMEEEIGENT, Hik - HE
EAETETICRET 2 2 & & Uiz, TRBRIRE G-I 52 | & Lz,

RER®  ,gp EEABN 158

™ ARRILI (n=63) 3
" I35 7a22* 10mg (n=136) 7

T35 70Y0* 25mg (n=137)
120 iR ipg— T/ $7U7052 10mg (n=131)__g
(185873) T/351)20225mg (n=136)
B BANRTDRS B " T/851)202210mg (n=68) i
(10;8F3) I/8%51)20P25mg (n=65)
BANFTDRS5 LR t I>/841)209210mg (n=68) ]
(10:8F) I851)282225mg (n=71)
“ I/8%51)202210mg (n=69) I
I/371)28225mg (n=70)
" I/851)202210mg (n=70) I
I/8%1)20225mg (n=70)

SRR 52;8R

S HANA OB S HM

(10:8) FITERBAM

E

DPP-4 TS5 RBAMY 240—=7v7

la

o LEESrET

(10:8R) FILRHAM

HANTO®S MM

GLN (108M)

TS RBAM

B H

APERHIERE 7oL

2R H

cAEFL, BIRA N MEZBESPHE L7oDmE A N2 b, FRICERT
NEAEFERR (RREMGEE CER LCEERAEFERSR [BHEEK T LD
FFRE ), (RS, IRESEYY, MRSy, (REERD ), BRmAE, N
A BN A

R A

HE R RIRWIAE LT B
5 52 % @ HbAlc (NGSPE) DOX—RAX T A4 b OEE




V. {ERICEAT 5 EE

it BEF ORI IMAER T TH A ALKV T LT A, E7 T A RREX, F7
(F2hE) V) D REA, DPP-4 [REH, o-2 L3 X —PRHEAISUTEES A R
U U WMEERNC X BIBEICHE b b T M= b — A7 HARAN
2 FURERRIR R, A 10mg i 25mg Z 1 B 1 [[] 52 @R GFHRE 0 #5- L=
L EDREM OEIMEZTHME Lz, W ORED HbAlc IZBWTH, £0
ZhRIE 52 WD T-» TRk L T2, ZOMMOIER (ZEERF MR, K,
IHEHIME) & RERICE DORYRIE 52 W 7= > THike L TU=,
HbAlc (NGSP f#) ZefEREMRE | IREE | UHESTLE
(%) (mg/dL) (kg) (mmHg)
P A %%(if)g g | STAT [N TA J:;i R—=2AF A
I ol R ATk ;6@ P NY
Y {PR=R =N =
OEbE | k& LR L&
10mg 7.99 093 63566 | 2 | 646 (0.98
ANk = | (n=136) ' 005 | 7 (1.66) (020) | 0.58)
At 25mg 8.06 096 S0s001.66) | 2 | 743 097
(n=137) ' 005 | (1.66) 020) | 097)
10me 7.68 081 easasy | Y | 605033
v 7F 4| (a=68) ' 0.06) | (1.78) 044) | (1.33)
NS 25mg 751 -0.98 2361 (182 -3.41 693 (136
(n=65) ' 006) | (1.82) 045) | (1.36)
10mg 7.85 090 ) isaan| 29 | 4907093
F7rVU Y| (1=137) ' 005 | (141) 026) | (093)
i 25mg 7.95 096 sa6an| 27 | 614093
(n=136) ' 005 | (1.41) 026) | (093)
10mg 7.78 100 s se) | 2 | 528 132
DPP-4 1% | (n=68) ' 006) | (1.86) 026) | (132)
7l 25mg 7.82 08 sy | M| asaa0
(n=71) ' 0.06) | (1.82) 026) | (1.29)
a-Z A3 (iozn;%) 7.78 '(())'0867 -24.03 (1.84) 'g'f: 572 (1.32)
A 25 (677) (3.39)
0 mg -U. _ =J. B
# (n=70) 7.56 0.06) 23.70 (1.83) 0.34) 6.21 (1.31)
L B g (10:";%) 8.01 '8'588 -31.00 (2.21) '02'3613 -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) 0.31) 5.21 (1.36)
n: 7% MEENIEREK
NR—=2F A U DEOELE T TEHELE (SE)
(ANCOVA : LOCF)




V.

BRI HIHHE

S
(& 4=tk)

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

TR TY)Tav

T Tavr

A AL R

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

BITERE,

10mg # THCmBEAE [9 1], #R [3 611, BEHtR 2611, HiE [2
B, JRESES:, IREe, B, R, (E, REERTUR,

IR, Rt

DFEIE, PRESEM, EE, ROSERENS 16, 25mg B CIMPEE [10
B, sk [SH1], @ (361, BEbtsk [2 61], Z2RE [2 6], BEAEGVEMNE
PR, PREGERG:, WREk, (RfEE, (KME, RRE, BEOLE, fhon Do A,

K OMREBAD 345 161 ThoTz,

A MAV I CREORWERNRMAELE [6 611, T [3 6], #REk, ATFHERESRT,
mit, BERIRVERIE, R ORMIVERIED S 161) Tho7z,

BIWEMZEIEI G (677 A NRIEH 2 ARG L 4 5 8#H)

TR ) 7 u Y 10mg BE

TR T Y T7a Yy 25mg B

BE

68

65

FEHEIE (%)

19.1

13.8

BITERIE, 10mg #EC 13 61 (19.1%, {KIE, &EHR, #HR, EOOBERE
205, BERESS, RIKIERYL, ShEEiE D oD ANE, RMUEEE, mIsE, [H,

eI R %,

L)
A

BEREDS 3 3], Mk

2R, KOUMJEMR T4 161), 25mg BT 9B (13.8%, K
THET oV 08, mRIME, MR R,

BLBAE, EREBIR,

HEPRIN B, M OVBIROIR R 1B ([RH LT,

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

TR 7 Y 7 a Y 10mg BE

TR Y 7 a Y 25mg B

BHE

137

136

FHEE (%)

14.6

14.0

RIERNIZ, 10mg #£C 20 f (14.6%, MRS 10 61, EBRD 2 B, S
fed U 0E, B, @R, SO0, RMFEE, KD E W, W
SLE PRRRE, ALERRRRE, RRRIRSE, RAEIARPAZEMER &, MW, FEBAR Y —
7, RS, AEfE, A v, EMHERTREE, REREGRE, A RAE,
EINEFHEIE, FTHETNVIE, 2IR, KBE, & OMEE MM A 1 6]), 25mg
BT 196 (14.0%, mARMIED 3 61, JREQEGY, BUR, KEBR, 2R, &
OMEEJD 234 2 1, IRIBEE, RAPED £\, §8%E, AWEE, BEZ D FEIE,
HESRE, ROO¥ENE 1)) (238B LT,




V.

BB 5 IHH

(& 4=tk)

BIEMZESE S (DPP-4 FLEAIZ LRI & 4 5 83)

TR Y 7ra Y 10mg B

TR Y 7ma Y 25mg #E

BB

68

71

FEEIS (%)

13.2

254

BITERE,

SE T RE, SO, KSR,

10mg #ECT 9 1 (13.2%, HERD 3, {EFREAS 2 4, FEptse, R~V
EIE O FEAE, ZEHE, BRONOVBRA |

Bil), 25mg BET 18 il (25.4%, MHPRAY 7 B, AR MBEAE M OV FEIBEIR 234 3 441,

e,

A 1B 2RI LT,

FEED E W, RISV, (RS, MEESRAN, TR K OR BN

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

T RX7 Y T7a Yy 10mg B

TR T a Y 25mg B

BB

69

70

FEHEE (%)

10.1

7.1

RITEAE, 10mg BET 761 (10.19%, HURDS 2 61, Bk, SMaitkEn o2
i, JEEVEEERE, DUBdE, KOUREEINE 161), 25mg BT 5 6 (7.1%,
BAPRDN 2 B, SMEESED > O FE, (RS, T, MOREHMDRA 16 125

BT,

BITEZEIEIS R A > 2V o UMe e & Sl in i & 9~ % /58)

TR Y 7ra Y 10mg B

TR Y 7ma Y 25mg #E

BB

70

70

FEEIS (%)

12.9

12.9

RITERZ, 10mg BET OB (12.9%, AR OVZENE4 3 41, R8s 2 4, 4
FEGEEMEE R, JRESEG,, FEMED E v, IR, SR, BHERE, REO,
R, MOYRBHINNE 141), 25mg BT 9B (12.9%, HERA S B, {Kif
PEREDS 3 4, RPN O BIE A 1 6] (CFBL L 7=,

e
(&)

MAE = b — AR5 7 BARN 2 BUBEIR PR E 2 XIS, =27 ) 7ry
> 10mg M TN 25mg % LoDk 111 M pE RS T3 & S2 M 0F G LT & & OB,
LZAEMIIRTHY, BERNICEROS HIMBEHED 2 Fu—)L, ME, K&
F v = A NEBAEOBAD b 2B, T ORFITES 52 % F THERF S,
AH 10mg KO 25mg (Z361) HARMBEDRIEHFBREFIEIL, ArA=1r0 L7
FPFRRFCTZENEN 6.6% (9/136 ) K 7.3% (10/137 1)), © 27T F A R%K
FHIPFHRFCZENZIN 1.5% (1/68 i) KT 4.6% (B/6541), F7Y U T %
FAPFHRFCZENEI 0.7% (1137 1) }Tr0.7% (1/136 5il), DPP-4 FHEH
OFREFCZENZN 0.0% (0/68 ) KTr42% (3/71 ), a-ZLavZ—FH
FHAIDFARECTZENZI 0.0% (0/69 #) KTR0.0% (0/70 1), A 22
O WMEERI OF IR T2 24 0.0% (0/70 $) &1 4.3% (3/70 f5il) Th o7z,




V. IBICET 2 E

QEFRIL RS I FHRE SR 0 (124531 #ABR) TGS
=i TR T7rYy (10 OV 25mg, 1 H 1) OEMEREREOLZEM, 2R
P, KOVF R B 2 BRI & FLla T 2,
CHMRIELE LCoOYZ 7 ) FFr (100mg, 1 H 1[E) KO 7 wRITHT
% e (SeATRABR 1245.20 #A5R)
AT Y o OFEERE LR EG LTz e 07T ERICKH D g (Y
1Tk 1245.19 55x)
« A BRIV VT A RV & AR =Ly LT RO SRS & OF
MFEE LI &7 7RI D (Gefritii 124523 35R)
RBRTHA | B, 77 a0k, ZHER, 77 BRKOERGR, WATHER, ROk
PIES 2 FBE PR Ip R
AL FUI1% 1828 fil
JATRBRZ S TREREL | Bk
s | DI i N
Bi% . ESUE S
7T R 219 219 219 130
BRI | =0 %y 7m0 10mg B 216 216 216 157
ﬁtfﬁzﬁéo %t T F Y Ta T 25mg B 216 216 216 153
B k) TN TF R 215 215 215 147
B 866 866 866 587
wor sy s | 27 AR 166 165 165 93
R TR Y 7 r Y 10mg B 165 165 165 106
(1245193 | =2 %7 Y 7020 25mg B 168 168 168 106
Bk B 499 498 498 305
7T R 207 207 207 138
;ﬁg?{;‘;;} Ty A7 T7ar 0mgBE | 217 217 217 173
B TR Y TrY Ly 25mgBE | 214 213 213 152
B 638 637 637 463
2 AL 77 B RRE 225 225 225 145
Vo ANE= | XY T u Y 10mg B 226 225 225 163
N LT IR
i (124523 | =v /%7 ) 7wa v 25mg B 218 216 216 165
&t 669 666 666 473
Fp@PULHE | - TR CEHE MG T T oR G WM 2K T Uiz 2 BB IRE S
(R - k)
FlalRaELUE | - ITERREREE S B b D B
(BRI -HFE) | - mEERREEZ AT 588
s R, ARERY, WEROFIREMEN B D B
- T a— VELRXOIEWELA OB, %




V. BFRICEHT HIHE

B 551 FATRBRTT v X DU LT2IRBRER A2 X T4 2 —iE (1245.20 75 Ok Tl
MU ZNEI—1E) TR L CIE Lz, I6BRERIZ 1 B 11, K&
NIRRT, [BREOBREREMEIT 24 BFE L 725 Lo, BEIEIERE Uk
N ETHZ L Lz, | HARIEFZ 7Y 71078 10mg X 25mg,
HE TV TF 0L 100mg ThoTo, EHEEEOHEITXARERRY BE L2
WZ k& L, Bt CoORBRIER 5L 52 B (eiTiBr e ob
FCT76 M) L L7, 7ok, mBICHEBRICHAIL DI BE D E kG bR
D S22 OIEEN 27T T5F T, RRIGHAN OGN T X TOEFITKT
DEEITHEET S (KT 130 38M),
1245.19, 1245.20, 1245.23RBH>DER %
STREBREFICERZRSE §
I |
B TZDHHE BGH A BG+SUER 4
(n=587) (n=305) (n=463) (n=473) a
1245.20:R 8% 1245.19:3 8% 1245.23 8% 1245.23:3 8% =
-~
:
(n=157) (n=106) (n=173) (n=163) & |
(n=153) (n=108) (n=152) n=165) =
| Sita 100mg
(n=147)
(n=130) (n=93) (n=138) (n=145) N ]
JAD : = X7y 7uaYy Sita: YEZ TV TFF
TZD : FT7 YV URER =T Y X
BG : B/ 7 A RR¥EA|=2 b
SU : A= LT A
THEEMGIEE | AR
ML (FEETEEM)
MR E H
cAEFRG, BWRA N MHIEZRESNHE L OME A X b, KrCER
TREFEFG (FREMAEECER L-EEREEFTS (BT
KOMREE], (KipEss, IR, Mhaedy, RRERD 2 5te), i
KRR, A XY A 2 K12 FHELEX
BIREHIEIEE | - &5 52 % (R 5 28 %) @ HbAlc (NGSP i), K&, U
=X NEFAL, ZZERE (FPG), W ONCIGERA & QAR M )£ D~ — X
FTA B OEE




V. IBICET 2 E

S
(A 2htE)

SeATakBR (1245.20) C, =287 Y 7Y 10mg XiE 25mg & AR L C 24
WG L8381, R—HEXOHE CIERRR (124531 38 2817 L,
JATRER & B W TEFE 52 W@ (TR O£ 5217 272, T DOFER, HbAlc
(NGSP f#), ZEfEREpE, (K&, PHEMEOWTIIZIENTYH, ZOZE
R L TBY, B 2B CIIEVWTROERICBWTL ST R L
AREERENRBD LN,

HbAlc (NGSP 1) (%) ZEfEIFILKE (mg/dL)
PR R—=2FA | TT7REDZE &_X«Q—xi TTEREDE
S50 UINBDZE | 95%IE X S.v A S| 95%EHE K
43 p il DI p fif
75 v REE
(a=219) 7.92 | 0.10(0.05 - 1552 | 11.8(2.0 —
(35 AAA 92| 010005 2| 1820
=41)
10mg #f
(=216) -0.76 (0.08) -30.1 (2.9)
(34 H AN 7.89 | -0.66(0.05)| [-0.91,-0.61] 153.5 | -182(2.0) | [-35.7,-24.5]
<0.0001 <0.0001
=43)
25mg #f
(n=216) -0.91 (0.08) -35.7(2.9)
(34 B AN 7.86 | -0.81(0.05)| [-1.06,-0.76] 152.8 | -23.9(2.0) | [-41.3,-30.1]
<0.0001 <0.0001
=45)
RE (kg) UM E  (mmHg)
N=RANR=RF (| FTEREDE | XN—RA|X— R T | FITEREDE
FTAY | UDHDE| SWEFEXME | T2 |4 b | 95%IEHEXH
L& p fiti DOEA & p fi&
7T R
(n=219) 78.89 | -0.28 (0.24 — 130.6 | 0.7(0.8 —
(35 AAA 891 -0:28(029) 61 0708
=41)
10mg #f
-1.63 (0.33) -4.5(1.1)
(n=216) 78.93 | -1.91 (0.24 2.29,-0.98 1329 | -3.8(0.8 6.8,-2.3
(5% HAN . -1.91(0.24) | [-2.29,-0.98] . -3.8(0.8) [-6.8,-2.3]
<0.0001 <0.0001
=43)
25mg #f
(n=216) -2.19 (0.34) -4.7(1.1)
(35 B AN 7826 | -2.47(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 NEDOEEER O T TR EDZE

(ANCOVA : LOCF)

AT 2L R (SE)




V.

BB 5 IHH

S
(& 4=tk)

ZEMRIER RO 22 U (JedTakiR 1245.20 #U5R)

BIWER ORBLEIGILT 7 R 10.0%, =237 ) 7a v 10mg £ 14.3%,
TR Y Ta Yy 25mg B 185%, VH TV TFUREIS% THY, VT
DOBERETHBIEIG N 2% 4 M2 5RITEAIL, REEY, S, nwko
PR Ch oz, NiB, HRIZZ X7 7Y UBETORRE LT,

EERAERFZIIT 7 2ARRET 10 41, 10mg BET 16 5], 25mg BET 12 f1], K&
B 7Y TF T BIDEEITIHEL LT, 10mg #E T 2 HINTHBL L 72 iKim
BEREZHRNT, WThOEELRAEFRLSELEHET 1 HIOZRTOIHIBLT
bolz, BERBEMIZS IR 1ot Z LT FrRARF:F—
VHIN (FPEEE), KOV 10mg BETOS 1 Bl CHRHL L Mgniiye (), ik
MAEFME (FE) KONEEMERBR (B%EE) Thol,

F7o, HERSNIERMEAERES (Z 0o — AN T0mg/dL LATF, Xt
FHONPEVEEL LI-b D) 1, 7T vREED 2 4] (0.9%), 10mg BEK% T} 25mg
HozhEN 16 (ENETN05%), VX7 U TF RO 16 (0.5%) TH
BL, I _XCBETH-T-,

MG A 7Y 2 PP HEE (efTaER 1245.19 #ER)

RITEFH ORBENEIL T 7 B AREE 23.0%, =237 ) 71 10mg #f 17.6%,
T RT Y T7a Y 25mghE19.6% TH Y, DWTNOF GRECTRIEIG 2%
2 HRIERIE, PRIGEEGY, SEGEMEER, &b &k MK ERD Th -
77

EELRAERERIT 7 BREET 10 4], 10mg BT 9 %, KO 25mg #ED 10 4l
DEBFICREE LT, WTNOBEERAEFEL LR G T 1 HlOHLTORE
Thotz, BERBEMIZ, 77 BFRHO 4 TCORMEREER (EE), O
i GECH), E (EE) KOE% (EE), KO 10mg #0 2 flcoT
A—ERGR (PEE) R OURBEHBULE (RE) Thoi,

SEMEEIRIEA h AV S PR R (GEATRUBR 1245.23 35R)

RITEH ORBRENEIL T 7 B AREE 17.5%, =237 ) 71 10mg #f 22.6%,
TR T Y 25mgkE164% TH Y, WTNOFRERECTRIAEIG 2%
B Z HRIERIE, IRIGEEGE, miidE k MR IE Ch - 7,

HRLAEFRITIT 7 EREETI16 61, 10mg BT 156, KO 25mg #D 10
FIOBEIZHEB LI, WTNOEERAGEESD 25Smg HETOHBEK (2 fi)
OB RE QF) ks, FEGHETIHOLTORETH -T2, EE
REWERE, 77 BARBEO 2 HICOMBUE (PEHE) KODAHEZE (5E),
10mg FED 2 B CTOFRBEPIERIIE () R OEEINRE S (SE), KO 25mg
HO1HITCOART > F—v 2 (FE), BRMEEE (GE) KOSMHEER
4 (FE) Thol,




V. IBICET 2 E

S
(& 4=tk)

JERSRIRIE X R ARV S & 2R =Ly L BIOBHHERE GE1TEBR 1245.23
BB

RITEH ORBRENEIL T 7 B AREE 20.9%, =237 Y 71 10mg #f 30.8%,
TR T Y T r Y 25mgE253% TH Y, DTN OFRERECTRIAEIG 2%
A T-RIWERNE, REGEGL, RMHHER S Cdh -7z,

HRLAEFRITIT 7 RT3 61, 10mg BT 19 4], KV 25mg #£T 16
BIOBFIZHBL LTz, 10mg FET 2 FIRBL L 72 RAEEhAR A ZE M B N
2%, LN 25mg BEC 2 FNCHBL L = BEBEE 2 R\ T, WIhOEERE
FEERLKBELGHTIHORATORB ThH -, EEREWERAIL 7R
TED 2 BN HBL U 7o RGIEGE (B « REEMERUIE (S ) KOt 27 v
F=r b (hEE), RO 10mg BEO 1 ISR LI-EHR (T%E) Tho
77

S
(L&)

BEDRIFTAIREIC X DR A Z T TR 2 USRS B, T IERE AR (v
GV RS, ARFEIL, ARKALIEZLE= LT LT RIOR)

IZRDIRE LT T D 2 BUBERIFIBE 1T L, =37 ) 71 10mg

XiE25mg1 B 1 [EHRE1E, BRAICEWRO S HIMEED = Fr—)L, (K&
KOMEDOSEL R L, OLEETRYE 52 Hk E TR sz, = "7
7YY 10mg XX 25mg 1 H 1 Rl G1E, EEEREKIC L 2REEZ=Z T T
RWBETTIERKRNH T ) TF UL R TEETERELREFTH
v, E£lo, EEERELZIT TOLIEFICEBNTH T TR L A TEE
THREMG BIF CThoT, MERINTRMEAERFS (Vv a—RREN

70mg/dL LLF, XiIthEr oz nEmE Lzt o) 2R LI-REOEEIX
KL, =7 ) 7P 85T, 778 R I X T TFUoRER L
[FIREE T o7, EBEEEEN A PRI v & 2R =Ly LT AIOB S
FTIE, MR SNTARMPEA EFSR (v a—RREDN 7T0mg/dL LT, X
B DB ENE L LIz b D) OFBEIGITT T B RFICHI Tz R7 Y
TuYURTCEN o T, BRI, REEEBEEEZORBEIGIL, KRG
M CRRRE CThHolo, MIRELEEEFRZORBEIGIL, =77y
BHERENT TR NI X 7 ) T F o GRICHRTE DS T20, BEDOH
EHELTF AL R, ZITRVIBELEET D Z 2L, WTINLIEEY
IR CYGE LT,




V.

BB 5 IHH

@I Y A7 DE 2 BUEE SRR B E At G & U7 [EER IR S I AEEAER 19 (1245.25 #A5R,
EMPA-REG OUTCOME #5#)

1 OMIE Y R 7 OFE 2 BUBERIFRE 255 & LT, FEFFLLEA X hOH
GRHMBIEE (3-point MACE : LS, FEEFEMERGZET, SUXIEBSEME LA FZE)
BRI, TR T L= 7a Yo 2 g (10mg KO 25mg)
MADIEEME GELME~—T 0 13) et 5,
REBRT A | UM, EEER, —EER, 7o uMb, T ERMR, A bR
A TRE R ik
PO DML Y A 7 D 2 U FR I A
BREREIEL 11531 B, Z > & MEEIR T fIEL 7020 5
T/ RRNE | 18 LI E (HARTIZ 20 L E, 1> RCIE I8 Ml b 65 LLT)
(TR - P | - 2 BUBEIRIG & W S L7z B
- BFELONEERRIE A M L TR Y, ARG UIPERFIRRIE (AT
A7) 2 ERLS) L DIRREZ T WD A,
< BERIIRIRIKIC L DIRIR 22T TV D EBFE - 7.0%<HbA1c<10.0%, JEHIFF
H5DOHEE : 7.0%<HbA1c<9.0%
- (REEFEEL (BMID) 7% 45kg/m? DL R
C RROBEECIZ, FRUCRTHEEE 1 HE L RSSO MmE ) 22 O
WEBE
> LEIEOBEE (REDIFSEO 2 » A X §iD)
> EEEEIRO 2 KLU L TEESEERINZE OFF MR ST s (AT
HEogEIRbRn),
> —HOEEIARRZE OFT AR STV D,
> REEPIED e OFIENFERGED 2 » H XL VAEIT, RICERLE
SR E—HEBIRIFNZA OFT RSHER STV 5,
> RPN A R SO i 2 R O BEFE (RIEBUERT 2 » A X Y AiD
> JEBEME ST EEENE O KRS B IRE B O 77 E
FRBRAESE | - 2y e — L RR RSN A AT D RE
(BEK » Phoky) | - HERDRERIRIEH & (eGFR) 2% 30mL/min A D B
< 5 EPLNIC H S B LA D N AU IR LT I A DIREEZ T - B
*
« 2 AUWIZ PR EBIRIEGRE, MMAsH X @M R 1E 2 R 8 L 7o AR
*
G- J7 1k BEITL 1 1 ORRTT IR, =37 ) 720 10mg XT3 7
12 25mg 1 H 1 EIOWTNNTT o Z 2EEIFIT S, BEERRE (BRI,
T, KON a3 L AT v — VIEICHT AIREE &) ~0O Efd & LT
517,
ARRITA X P FEEUTHY, FEFHMEE DA X2 M L2 691 1T
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
_ o M
Screening

4-Weeks
Follow up

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

Estimated duration up to 420 weeks
Actual duration 242 weeks

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

T ERHIE A

FEFEE -
TR TESTEER  (3-point MACE) DWW NIEENT 5 LHE ST
A X2 s OY)EIFEELE T O HIH

— LS (BEENERG2E v & OB EME O ZE 2 5 Te)

— JEESENE AR I (BT R D A A ZE % R <)

— FEEIENE RN 2R
RIVGHETE E | EE A I E
(k) PLFICRTHEETMEER  (4-point MACE) OWFHNIENST D LHE S

A X2 S OYIEIFEEL E T O HIH
— D E S (BIEMERN A R OBSEE DA ZE 2 3 T )
— IEBBEME LA FEZE  (SE MR O FEZE 2 FR <)
— IEBBEMERN A
— REEPOEIZ L D AL

ZOMOBIKEAER R  (Hky)
s TRROWT NN TER SN D BB SUTHHIFESL
—EAMET V7 I R (UACR>300 mg/g) DFTHIFEHL
—ME7 VT F= A 215, OHERCRERRIEH & (eGFR, MDRD UKo
<) =45mL/min/1.73m?
— FrfocHY R R A D BRAR
— BRI L AT

ES
(k)

TR B ILHE S 0B S, FEBOEMEDAEZE, UIFEBBEERNZE+
(3-point MACE) OWT IO HIEFEE E TOMMTH Y, FF 772 FlOBFITA
ARy MEBL LT, TOWNERIX 10mg & 25mg ODABEEZHA Lo X7 ) 7y
UREEHET 490 1] (10.5%), 77 BARRET 28241 (12.1%) Tdh -7z, Cox [Hl)F

WAL T TR T DT ) 7 P U REREO N — RIiT 0.86
(95.02%13HEIX[H : 0.74~0.99) THY, =2 XT7V7uP a0 7 7%
RITKT 5 IS (95.02%FH XM D LR 1.3 AKiif) K OERE (95.02%18

FAX O _EFREAS 1.0 Kiif) DRI re,




V.

BB HIHHE

(B ZhE)

3-point MACE DA <> h OFEFEBLE TOHRE (TS)

7T R

zRT ) Tuv
WA (10,25mg)

EREH (TS), N (100%)

2333

4687

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

282 (12.1) [43.9]

490 (10.5) [37.4]

NP R (95.02% (S HEK )

0.86 (0.74, 0.99)

P, AF— FH13 GHfiE)

<0.0001

p M, ~¥—FH>1.0 (FRE) -
Cox [
V) HPREENTIC LV D Lz =0.0249 (2E5 <,

0.0191

T, =T 7u Tl rOHERE (10mg #E & 25mg #1) BlOFEHEEFEHLTE H
DRFBRIFHT OFER, 4 X FOFRBEIG X X7 Y 712 10mg #ET 243
Bl (104%), =237 U 7mPy 25mg T 247 B (10.5%) TH -7z, Cox [H
JFICHED L T T v RBIRT 2 — FIlE, =27 ) 7r Yy 10mg #£T
0.85(95.02%Z#E X ] :0.72~1.01), =2 /37 ) 71 2> 25mg FET 0.86 (95.02%
EHEIXIE : 0.73~1.02) THY, =7 ) 7uaV HAEROMEL &K LTk

v, HEHMICEKRDO D DEWTHR LT,

3-point MACE D <> kOB E TOHIRH (TS)

10mg 7

eV AR =

TN T
25mg

ABEH (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%EHEX ) @

0.85(0.72, 1.01)

0.86 (0.73, 1.02)

p i, ~YP—FE>1.0 (W) 0.0668 0.0865
Cox [/
) PRI KD A L7z 0=0.0249 12K <,
RLEFED YT 5L £ T OO Cox [k
iflozi Placeb
9 Empag;_:glc()fg;w mg (2.02 ::re1;o PY)
g (95% CI 0.50, 0.85) (95% C10.45,0.77)
. p=0.0016 p=0.0001
X 7
-
5 6 - Empaglifiozin 10 mg
u>J (1.30 per 100 PY)
£ 97
=
2 4 Empagliflozin 25 mg
@ (1.18 per 100 PY)
T 34
2
=
g 2
1 -
0 1 1 1 1 1 T 1 1
0 6 12 18 24 30 36 42 48
Months
No. of patients
Empagliflozin 10 mg 2345 2327 2305 2274 2055 1542 1303 847 201
Empaglifiozin 25mg 2342 2324 2303 2282 2073 1537 1314 875 213
Placebo 2333 2303 2280 2243 2012 1503 1281 825 177




V. IBICET 2 E

URES
(B 2hE)

FERRIREMEIE BT, HE SN2 0MAESE, FEBGENEDAEZE, FEBIENERZE
i, XAIARZEPOMEIZ K D ABE (4-point MACE) DWW T I DOHIEIFEELE TD
HETHY, 392 FIOBEIA N MBIRBELZ, ZOWNRIZZ 7Y 70
DURARET 599 1 (12.8%), T EAREET3336] (143%) TH o7, Cox A
IFIZESL T TR T Do R ) 7 P UREREO N — REIX 0.89
(95.02% 15 4EIX M : 0.78~1.01) TH Y, FEREIRFFMGIE B (2O CIELPE
(95.02%fEHEIX > _EFRAY 1.3 5) 23R8 STz,

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

7T | Gosmp
2BEH (TS), N (100%) 2333 4687
4-point MACE, N (%) [Z&813/1000 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 il G IERE) — <0.0001
AP REE>1.0 1281 5 p i R AlkE) — 0.0397

Cox [H])
) AT X0 LT =0.0249 1233 <,

Z DM OBIRFHLIE E -

MEHE OFTHHIRBLUTEAL (BEFHMEER) |, WNCZOREKRERZ ThH 5 11
PET VT I VROFHFEE (BIRGHEEE) ), [IiE27 V7 F=rn_X—27 1
YD 24%, 7> eGFR<45mL/min/1.73m?), KU TFHEAIBCRRIEDBRLG) ©
BIHMEEBICOWT, =7 ) 7a P U AT I AREEL A EITEN
VR BNEESNT,

BEDFTRFETSUTEM L EEFHIETEH) U3 ORERRESE £ TOHH (TS)

R =20/ ) Bl = BN NPF— Rib
—IZ/ N
7T | e (10, 25me) | (95%{ZHHD
2REH (TS), N (100%) 2333 4687 -
EE ORI T, 388 (18.8) 525 (12.7) 0.61 (0.53.0.70
N (%) [FEH=/1000 A - 4] [76.0] [47.8] 61(0.53,070)
FEMET LT I R (UACR> 330 (162 450 (11.2
300mg/g), 629' ) 4§ 8' ) 0.62 (0.54, 0.72)
N (%) (s A -ap] | (4] [+18]
myg7 L7 F=rn
NTATAYD2E B 60 (2.6 70 (1.5
) 9(7‘ ) 5(5' ) 0.56 (0.39, 0.79)
¢GFR<45mL/min/1.73m?, (571 (53]
N (%) [F&8LE/1000 A - 4]
Rt REE OB, 14 (0.6) 13 (0.3) 0.45 (021.0.97
N (%) [F&BLF/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 [Alff, — : A X2 MER DT DRFH




V.

BB 5 IHH

URES
(Z4ph)

BIWER ORBEIGIL, 77 8REET23.5% (5492333 f5i), => X7y omvyw
10mg £ T 28.4% (666/2345 ), =237 U 7 11 > 25mg BT 27.5% (643/2342
) THY, EREIERIXKIEE (77 vRRE: 284 # [122%], =237V
7u Y 10mgBE:314H1[13.4%], =237 ) 7 v ¥ 25mg BE: 286 1 [12.2%],
PURENE), PREGEEGYE (120 B [5.1%], 119 61 [5.1%], 107 ] [4.6%]) T
ol

BELAEERORBEIGL, =7 ) 7a P BT 7R BEL0 D
TR o T (7T BAREE: 42.3% (988/2333 f4i]), = /X7 ) 71 10mg
B :37.4% (876/2345 %), =27 71 25mg BE 1 39.0% (913/2342 #),
VAT ENR) o EAGE TR AN EERAFTHERIL, NLEMIE ®7H1[3.7%],
82 fil [3.5%1, 73 # [3.1%]) Th o7, fuTnIns, &EGH THRUEFE
M 3.0% A T o7,

(RS
(L)

FEHEIRIE A2 T TN DI U 27 D 2 RUBE R R E 254 L L CHM L7
KHRERT, =7 Y 7P ALLAEYE, FEBEEHEOHEZE, XITIEBENER
EHROWT IO PEIREI E TOYR O EEEGTHEEHE  (3-point MACE) 125
WTC, 7T7ERICH L THERIZU AV R T &, £7o, RLEEREICL S
ABez Nz 7= EERRIREHIE A (4-point MACE) (ZBWTC, 77 RRIZHT D
IHMEDEE S NIz, ZNHRBROBHREHATRLNIERITT T Ty
»® 10mg & 25mg D 2 HEFTH U A 7R THIRIZFARE TH -7z,

TR T Y T7aYrO 2 DOOREFWTNOARUERSKICBGFTHY, AR
BRCRRO LN EEET a7 7 A X, RAIO 2 BUEERFEE x5 L LI28E
HOREMNET e 7 7 A e — LT,




V. IBICET 2 E

(6) B&E - HWEEAIFER

O GFEAT—%)
EERREIEE 2 A 3 % 2 BRI R A & U [ERR LRSS I ARRER D (1245.36 7kER)

HHY MmpE= > b e — VAR5 TR ERAENE 2D (B eGFR 60~
<90mL/min/1.73m?, HZEE : eGFR 30~ < 60mL/min/1.73m?, =% : eGFR 15
~<30mL/min/1.73m?) 2 BUBEFRIEBE 2 R G0T, BERIE O BRI HE~ DB
IMEEE LT X7 ) 7r vy 10mg Xd 25mg 1 H 1[8]1% 52 8#% 5 L7
EXORME, BEMER OREEERTT 5,

RERT YA | B, 720k, ZEER, 77 2R, WATRER iR

PoE BERBIEL 1317 B, FAAIEIH 741 $
. " TRBREE FEEHME H
HARIRC | wnpm | sk
B FLAAUBIER 741 451
7T v ARRE 321 319 319
TR ) 7Y 10mg B 98 98 98
T R7 Y 7P 25mg BE 322 321 321
TR R B REFE = B (eGFR>60~ < 90mL/min/1.73m?) FEHAIVBEI 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) L AZUBEIEL 375 i
7T R REE 187 187 187
TR ) TP 25mg B 188 187 187
BB REREE R (eGFR>15~ <30mL/min/1.73m?) KL AFLEIEL 74 151
75 R 37 37 37
TR Z ) Tu Y 25mg B 37 37 37

T PULNE | - 2 ALPEIRIF, eGFR 2% 90mL/min/1.73m? Al 0 B

(ER - PeFr) | - A ONEEREE, SGLT2 BLER % 4 < RIS TR X D RiTA R A
ST TV D B R O B

FHERIFIREEROARIX TR LB ¢

-A RV 0 1500mg/ B LA S 3 RN &S I ERAT SCE O &
A AV T MMEEI R 12 B LAN O HEZEFE A E10% LN
B A7 Z YV 30mg/ B LA E U EIRM SCEOR K &

AN =T LT A FERM SCEOHESE R KA EO &L F
RV —= T

-HbAlc (NGSP fl)) 7% 7.0%LA_E 10% A5

18 B (f > ROA 18 3% LA E, 65 1ELLT)

-BMI 7% 45.0kg/m* LA




V.

BB HIHHE

F e brof L UE
(R - Hke)

- ZEfERFIMAEDS 240mg/dL (13.3mmol/L) # T, =2 b —/ /L RE72R&E g%
BT 5HBE

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

BB A M LT D BRI E A AT 5 A

-3 AUWNICRMESEIT 2 B L LT B

BB AEZIT TV DB

<3 AUNIC AN EEIIERRE (JE ST EHALLH%E [NSTEMI], ST L
ARLLTEZE [STEMI], KON EPCIE), Mac o 33— M M2
fE (TIA) OBEEZ AT 5H8%HE

c AV V== U TREET T v ANEAMNCIME ALT, AST, 7V URAT 7
Z—EDOWTNA D IEEE LIRO 3 5B TER SN D ITEREEZ AT 5
B, %

55k QM DT T B REAME TR ICHEEEEOREICE S NTZ T T
Trlomg B, =87 7 a Yy 25mg BEER OV T B REEOWT NS T v
A LEETT Uz, BB REREEEE I3 ®REGMT1:1: 1T, PHEL
UG EBHEEEERE T 7Y 7a V0 25smg BER OV T AREEC 10 1
TEIFHT L=,

RERIIT 1A L[, BERERENEIE 24 B & 22D Ko mHKTIRAAT S Z &
L L7z, IRBREEBGHIRNIT S2 R & Lz,
C24ER . 28R

BRFAGRE ‘ZEed  zEA
TS5tk
eGFR (1597)

60LL L. 90K I8 7av210mg
(mL/min/1.73m?2) (n=98)

RENRERE T2R7)702025mg
(n=97)
_eGFR =Er
UL e (S

P EEEHERE TG 7aP025mg
(n=188)
GFR Ttk
15»:ue:\ 305k (0

(mL/min/1.73m?) T2/8570525mg
EER AT (n=37)
5238

FEFHMIEE | A ERHmE H

- ¥ 5. 24 1% D HbAlc (NGSPH) D_—2F A b D2 bR (#E Lt
SERERIRREREE RN, R ERE RN, KOS
FRFEERA)

LA VERHmIE B

cHERES, BRA RV NHERERIHE LD IE A X2, FRCEH
TREFGEREG (FREMHEECER L-AEFREET [BHEEKT
FOWFREE], KM FESR, JRESEYE, MEaY, KRR KOs,

BRRRAEDR—RZF A b DAL, NA ZHA 2, 12 FHELEN




V. IBICET 2 E

i (A2

$e 5. 24 % D HbAle (FERFHHIAH : NGSP fH), ZEfErEmpE, (A& UL
MEMEDR—=2 T A VINEOEBLBIIFRO LBV THY, =277
2 10mg 1% CKD 27— G2 OB R EEE T, = "7 orvyr
25mg X CKD 27— G2, G3a L1 G3b OEFMEREBRF BT, Wih
LT TR REGRE L ARG ERENRD BN (CKD 27— G3a TORE

KON G3b TOYAEHAM 2 FR< ),

) BHREEEOREIX (D5 2 1cH-5< CKD

DEFIZ LT=N o7,

AT =T G2

BT 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
27— G3b : eGFR=30mL/min/1.73m?2 LA I 45mL/min/1.73m?2 i

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

HbAlc (NGSP ) (%) ZZfE P ILKE (mg/dL)
g |ITRIAN TTRREORE || NTATA | TTEREOE
Sy UBDLE | 95%IEHEK M S UNBDEE | 95%IEHEK M
bk p fif bk p fif
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) IHEIIME  (mmHg)
- R=2T7A | TTREDE P R—2 54 TIRE T
_ VIRHOE | S%EEXME | _ VINBDE | 95% X
F e o " AV o "
L& pfE {b& p 1
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 | -2.92(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
R=ZATA U DEOECER NT TR EDZE
(ANCOVA : LOCF)

TS 2Rk & (SE)




V. {BRICEAT 5EH
TR CERME) | e R Rl E B (eGFR 45mL/min/1.73m? LA 60mL/min/1.73m? Kii)
CKD 27— G3a
HbAlc (NGSP ) (%) ZENERFIMAE  (mg/dL)
R R—=2T A | TR EDE R R—=2FA | TTRRLEDZE
Sy YINHDE | 95%IEHEX M sS4y UINBDEE | 95%(EHEKE
43 p il L& pfE
WA iy
8.08 | -0.08 (0.07) — 154.10 | 6.68 (3.76) —
(n=89)
. -0.46 (0.10) 2139 (5.34)
25mg
(n=91) 8.12 | -0.54(0.07) | [-0.66,-0.27] 144.56 |-14.71 (3.74) | [-31.94,-10.84]
<0.0001 <0.0001
RE (kg) ILAES L E  (mmHg)
g | IR TTEREDE g | TRIA TTEREDE
5o UIBDE | 95%EHEKE 54 UINBDLE | 95%(FHHE X
{b& pfE {b& p fif
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=51) 84.90 | -0.98 (0.27) [-1.50, 0.03] 135.04 | -5.69(1.32) | [-9.79, -2.34]
=0.0586 =0.0016

n:

7 o F s S T EGIEK

N=2ATA U PEDOEBER VT TR L D

(ANCOVA :

LOCF)

AT L& (SE)

HR TR RERE R (eGFR30mL/min/1.73m? LA_E 45mL/min/1.73m? Ai)
CKD %27 —< G3b

HbAlc (NGSP ) (%) ZENGRE E  (mg/dL)
R NR=2T7A | FT7vFRLEDE R NR—=2T A | TR EDE
Sy YINHDE | 95%IEHEX M Sy CIRHOE | 95%IEEXH
{fb& pfE {b& p fE
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) I AEIA T (mmHg)
PR R=2F7A | T EREDE PR NR=ZFA | 7T REDE
Sy YINHDZE | 95%IEHEX M Sy CIRHOE | 95%IEEXH
{b& pfE {b& p fE
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
(1=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 MEENTEREK

NR=RAT A UIPLDOEALER OIS TEREDZE
(ANCOVA : LOCF)

TS 2Rk & (SE)




V. IBICET 2 E

i (k)

B 5 52 B CORWERIX, 77 v REED 8741 (27.3%) , 10mg #3751 (37.0%)
Je O 25mg BED 101 6] (31.5%) IZHBLLTZ, 2D 9L, W ORE CTHEL
TG DY 5% 28 2 T BIWERIE, ARIMIEEIE (777 £ ARHE  14.4%), 10mg 7 :16.0%,
25mg B : 15.9%, DATRNE) K OUREEELG: (5.6%, 5.0%, 4.7%) Th ol

EEDAEEGILT 72RO 44 4] (13.8%), 10mg #ED 6 # (6.1%) KW}
25mg BED 40 B (12.5%) IZHBL LTz, 77 B R T2 BB LI HE LA
EHEGT, REEEYE, RRERD, SO, RLEEME, LB,
PEERMENL, i, PR ORI, AAKRE, BEK, IBFEZK, KROMAET, 3 FlT3
BLIEAEFRIIOAE, 2B RE, KOWHE ChoT-, 77 EREEOE
BRAEFZO O D S MRS EMIC X - TRFREE L RERBEERERH L &
HIBr S A7z, 10mg BET 2 FILL RICRE L ER A FFERIT/R L, BIEH L
HESHEZLO LR -T2, 25mg BET 2 BRI L - HE A EHEL ISR
%, b, ROBMIMERIET, 3 BN L 7= FRITIR MY, IKiHE,
B VAN AR TH o 7o, TR ERIC K > TRIEH & sz b ik s
HchHote,

B 5 52 WO BEE LA EFRGIL, BEBHREBRERS LT 78R O
11.6%, =237V 78y 10mg #ED 6.1%, =2 /X7 Y 712 25mg D
T2%IHBL LT, HEEBREREEE TII T 7 8RO 123% KNz N
7Y 7ay25mgRED 11.8% T, m LB HREfEE BE TIL7 7 B R D 27.0%
LT X7 ) 7a vy 25mg BED 29.7% CHA S iz,

F7o, BEHREEEOREIIN U T, ARARE CREEEL R E RS O REE O
FBLIEIE DML TOAEHAARD LTV 5,

iR (E &)

B MREE E R E 2R L Lo 37 ) 7P 1 A 1A 10mg X1 25mg
5, RO EEEHREREERE LIS E Loy X7 ) 7r P 1 H 1 F
25mg F 5%, #5524 WRICT TR LR TR EIICAEE CTHRIEMICE
BROH 5 HbAle DIKTFE/R L, TOMKTFIE#EE 52 %k & ThERFS Lz, £
7o, 7Y T a Y TR A R SRR B L TR T S, R
HNZEBRD & 5 IR E K OIE DB Z /R Uiz, BRI X7 ) 7avy
DBRFVETRAFT, BEXIIPHEEBHERERT COR2METn 7 7 4V
77 REFEETH -T2, REBEEITT R COEGRECTREEDRBLTH
D, PSR T T T B AR L RN T X7 Y 7 DU TRBEES N E o
Too T RT Y Tu Y 52 R OBKIE T A —2 OETNEL, 3
HEEOBRBIEEM CRIY Th o7z, RIBROFERNS, =7y or vy
VIR S SRR E AR TR\ VO C HbALe 2K T &8, &IICER
HRRETHo T,




V. {BEICEEd 5 HE

@B AN 2 BUBERIGBRE & x5 & U= BHREmR B 1220 (1245.53 35R)

BESREIER b L IXEHRERE 2925 AN 2 ARG HEE T, BEROK Tttty
RV TP OBRBEMENL, =27 ) 7a Py ROV a— 2O RPN D L
Too TUNRZ VTRV BRE, TEE, ROEEBRERETEERICRE L2 L &0 AUC.IE
IERERRREE L LT, 29, 44 RO52%IM L7, EWEREOM R HIL, BHRERE O
HOHBFEIH LT RTY) 7 ONEREITSLERNEZZ b, EFEEEROR
DR DEHEREL AT 2 AARN 2 BERFEFEICH LT, =37 ) 7ry 25mg DH
[E 38 51322 IS R A2 v o 72,

~
(o]
~

S -
o 100
& o 80 75.0
I\ N~ T
;,: Iﬁim 62.6
K 60
| &
g 407 23.7
S T
N B 204 1
o
O 0 T 1
> E%# (n=8) BEH (n=6) hEERH (n=8) EEH# (n=7)
BiHEEREEDRRE
N—RS1DFHIE (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—2SAVDRFPYT L a—R it & THE

18) Sarashina A. et al. : Clin Thr. 2014 ; 36(11) : 1606-15. 5% Y {EX]
T RT Y T a Yy 25mg ARG LD RT 7L o — 2 PEE (UGE)
) AFIOERSNF L - AEEIKRO LB Th S,

<[BEOARA, 1B >
WH, RAKIE= 7Y 7ua Y LT 1omg 2 1 A 1 BT TP a%Ickn#s+5,

@ GMEAT—%) AABSRE 2558 L U B ERE 1 (124512 35R)

BVER Ot B B HERE 2 AUBE IR B, B, PEE, SEBEEEES AT L 2 R
A, MOANLENZET 2B AR IRBE AR 2EE (18~7573%, 404) ([c= 7Y 7
7YY 50mg HLUEIRE A # G L REO SR ENRE, K715, R OZRMEIC B EORE N KIET
B IEE R, WATRER iR B TR L7z,

R 7 v o — Z P B X B RE RS E DR E N SV IE ED o T, ERBHERER TO®RYE
% 24 K[l £ CTORP 7 a— 2k (X=X T A b OYEZEE) 1X97.6g THoT=D
R L, R, R, @ OBERERERE, KB AR AR A SBEER TILENEI 61.6,
557, 183, kr08g Tholz, RPNV a—RPHEIT= T ) T7a OB 7 V7 70X
Je OSRER D88 & & FARE L7z,



V. IBICET 2 E

AUCo.. D V-¥IMEIE, B EHEEE 2 AUNEIRFBE & i LT, REE, TRERERE, BB RE RS &
OB AR 2/ KB AR EEBE T, THTI18%, 20%, 66% MK N48%IEM LT, ZIUXEHREREE
DERENBNEEZ L RT Y 70V B VT Z AR L, &O7 VT 70 AROSHRE
AR T 22 Lk, SRERMOLEEHNOTNEET S Z LICRNT L EE 2 b,

ARRBROEYBREOFE R D, BHEREOREIC b LT 7 ) 7u Yo &R
IFRELEZZ N, RP 7V a— AP BT REREEOREN@mWIE EDe L, RB 7
S — AP E DRV A MEE S L 32— APREE K OV HbA L IZ 5 2 2 B SV T, KRB O T —
Z ) HIXHI T & 2R T,

IEH B EERE 2 TURE PR R, RBE, ThAREE, mERHREREE A AT D 2 MBERWEEE, KOA
THENT 2 BT 2B R UIRMBARBEEZ MR L LIz 37 ) 71 Y 50mg O BRI 51X
AV <, AEMEETRF TH o7,

>
1)

) C HEESRERIATEIEE (eGFR) >90mL/min/1.73m>

Eﬁ%jf% He

0% T R R P : eGFR 60~ < 90mL/min/1.73m>
Hh A R TR B R B : eGFR 30~ < 60mL/min/1.73m?
e P R R e R : eGFR 15~ <30mL/min/1.73m?

E) AFNOAR S NT-HE - HRIZRO LB Th 5,
<2 HURE PR I>
W, AT 7 ) 7Pl LT 10mg 2 1 A 1 BEIEESUIEISZICRARET 5, 228,
THRART B EITIE, BB E I BE LS 25mg 1 H 1 BEICHEE TS5 Z LN TE 5,
<MLL, 18I >
W, RAICIFETZ 7Y 7e Y LT 1omg 2 1 B 1 RIEIRRTITEHE%IcR0EE T 5,

@ (BEB) UEANT—%) BAWRE 2 x5 & U IFpaERaEsEn 19 (1245.13 3ER)

T8 7 Y T r Yy S0mg W GRRO T 287 T Y L OUREE R AFRSAEREE O R A E
FEWIN LT, I, PR, SRR FE RO XS ) T m Y D AUC. D AT
SEEEOIE, IEWITHEREHRERE BE & e~ T, B, PEE, mETEREEERRE et
UK 23%, 47%, ROV 75%m <, F72, Con TENENK 4%, 23% KT 48% > T, I
REEEOREX . X7 ) 7u OB 7 V77 0 AR OEABERIZIIRE 222 RITX
eipolo, IR 7V a— AP EICIE, ER SRR SR B OV R B RS B TR & 72
EMIA LN o To, IFHEREREE B CORGE RO _EFITIEF ITRERERERE © 2 ERIE Th
D, IFEREBEEDEREICO DL LT R 7a P v o HEREIIRELEZ O, T
REDN IE 0 7o g, B, A8 N VR P RERR R A R & L= X7 ) 71 ¥ 50mg
OHEIE G Z MBI, BREFEHFTH -7,
E) AFNOAGBENZHE - HEIIKROLEBY TH D,

<2 AR PR 5>

BE, RAZEZ T 7a o LT 10mg 7 1 B 1 EFEASUIEER IR AR5 T2, 728,

PRARTIRBEIIE, e B LN S 25mg 1 A 1 EICHET L2 ENTED

<BVELARA, SV >

\BEH, RACIET 7Y 7P LT 10mg &2 1 B 1 BFIAFITHA%ICROEET 5,



V. {ERICEAT 5 EE

® (B¥&) GMEAT—%) TR TERK (FF) Z2HAW7-BEORE K OH & pIPERER S
(1245.79 55%)
TR B OB E 2R e L C, =7 ) 7Py 25mg 2R AKG Lzt &D Ao
FTRATEY T L ICRETEFEOREROZEEREETOT N7 ) 71 10mg & 25mg
D B BINEZ BRET LT,
BBIZZ T ) 7a Vo ARG L L E O 37 ) T a U OIRFEEIX, ZEHERE & g
L TR0 L2 (AUC)olE 16%1KF, Cunax (X 37%1E ), =237 Y 71 2w OB REI K
T5ZOLTIREFOXEOHKNLERIT, MORMEBKRBROMEREDOT —X LS
TRHMlT 2 0ERH D EEZ B, =37 ) 7y 10mg kO 25mg #5850 AUC.. X Y
Conax DT EEMED NI R Z 0 HR0R0E <, BEUREFROME B 11 LR 72 (£
NZAL0.94 KTV091), Cax DIEHE D 95%EHXMIT 1 2 EATED, AUCDIHE D 95%IEH X
X1 28 Feholz, LovL, MiRT 2A—X O E O SHEEM L O D 95%FHE X MIX 1124
MolzZ b, =Ry ) 7a Y OlEgEElE 10mg KO 25mg O EIZIZIFEE] L CTHEm L 7=
EEZ DLV, R B O RS 2RI 37 ) 7 u Y 10mg KO 25mg & 225
HERE G, RO/ ) 7a Y 25mg # BIEHEIR G LT & 2 A, BRI ERMICE Th -
7
) AFNOARENT-HE - HRIZIRO LB TH D,
<|§ PR A, B s>
W, RAICIFETZ 7Y 7e Pl LT 1omg 2 1 B 1 RIEIRRTITEHE%IcR 05145,



V. IBICET 2 E

(6) JAmAIfER

1)&%&%%@(—%@%&%%& BEFEARERE EARBELERALT), RERTET—4
R—RFHE, WERTRERZBORNE
@® ﬁ%mmﬁﬁ
A) EHERICEIT 2R AERA (K1)

FEOHR | 2BERIEEE AR E L, REIRGE# O AER T CoRBIERIZIBIT 5 ARH D
LRV OGN Z R T D,

A7 A 53

JiE 15K A ZE EUEBIEL 805945

FAAMIMS | FRAMIR - 201546 H ~20204F11 H, B2 : 1561

FBIREE | Zaett BIER, EERAFEERORIVRN
HEME HbALcDR—R T A Uinb O bE (B THRE — X—RT7A V)

ZEWIRFIMBED R—A T A VDO R TR — N—=ZXT7 1) {ill
T BRRE B | TR T £ CITRI450IAV B ek S 4L, 8059BI DFRA MR 47z,

8059% D 5 B, THEMREL 14 (&l ICBd 24 & RS 16]), 18
FEASRNC Y v T 4 T U AE G W, TO% T 07 v AREE ) 261, DREHIMET
BIZTV YT 4 7 ARG RLA) 16, TRIEILRESREEE ) 10061 KO [ (il
FRARNTF ) THI DG F 11200 2 2 RNEFRIT RGN & U T, MR e G511 37947
BT o7z, ZOFEEERITS0ELL F 23217461 (27.36%), S1ik~645% 73285441
(35.91%), 65m~T4m% 03208441 (26.22%), 75mkLA EA38356%1 (10.51%) TH Y,
FEJF B 1E58.85%, Ik milnlE98i% T o7,

LRMERRATRIGHER 79476 D 5 5, 1561 LL LD Bk 34728% T o7, Fiz,
ARG CTlx7e\ ) 66, [=—2F 1 > OHbAlck ZEfERFIMAEZ L] 20161 & Y
(P55 D7 — 272 L) 346B 055148811 (FRANEIICEEH V) & G IMERRHT S
LIRS L Uic, ARDIEMRET R RAEGNL 745961 Td - 72,

7ol

L MR SUE 794761, BIVE A IZ1029611 2588 S, BIVER OFRBLEA1312.95
% Toolc, 15HILL EDBEIZZRD G- GIERIE, THER] 681 (0.86%), B
Z O FEIE ] 4461 (0.55%), [JREIEY) 4141 (0.52%), MEifbE) 3661 (0.45%),
[EmEse) 3561 (0.44%), THiAK 3461 (0.43%), TMEFL], [RFZ7 N AR
#3161 (0.39%), [ZR]) 2561 (0. 31%) [ b — L REORERFE ] 2461 (0.30
%), TZIFRE], 132, IBRlEE] 52160 (026%), 7V a~Esner
g, TEJRERIMAE] 42001 (0.25%), CHEPRIS ), TwifE), TARERD ) & 1841
(023%), THFEZE)] 1761 (0.21%), THTHERERRE ), &R #1661 (0.20%),
[ONEFRIE D o A E ), TFEMED Ev, TREBER) &1561 (0.19%) Thoiz,
LR X GUEF 7947THI 31T HRIVER OFBLEIS (12.96%) 1X, 7KFBRFE TO
BIVEH OFBIEIA15.10% (277/183441) (2K -T2,
EERAETFRII3BIFNCRD b, BBEIEIT479% Th o7z, ZD 5 H168HIIE
AH & DRFEBEBRPEE S 2ol SPILLEORBFICRO N EE LA ES
0%, TIFEZE ) 20651 (0.25%), THROME] 1961 (0.24%), [R2MELRFEZE ), TR
F1361 (0.16%), Tz bu—/LREOFERIF] 1261 (0.15%), [HiOEMEEEY )
1161 (0.14%), T#eHg), T 41061 (0.13%), TOAR4z) 9 (0.11%), [0
REZE ), THERE) 761 (0.09%), (2@ 65 (0.08%), [Eipk), [ZERMER
HiE), [FBAE] %561 (0.06%) Thoiz,




V.

BB 5 IHH

7k, WARMMATIERIN L L [RlE BT 23A L oEERER) 18I, Sl
2B 2 EOEFHIE D TRHI L T\ D, ZRMEfir Gbrst & Liz1126, Dt
TEGIREREER AT 26, [HEREE ), AWK OREFELORERH T, T
NHEETII R, AHEOREMRIIEESN TN,

ESUATEY /TS

A0k

AFATIE, HbAlc K VEERFMEED N—2 T A B TR E TORbLEZ R
WA DNERHTEE & LT\ 5, A RMWERRHT S GUEE1 74596112 35T, HbAlcDHilTE
DY & 5 7314151 T O AR BR AR R O FEEIEIE8.02%, # THiX7.28% TH 1,
HbAlcITE T L7z,

22 NERE [HE O B2 873 & % 251061 C O A IR HI BA 2a Rs 45 D - KB 1E160.5 mg/dL, #4&
THREZ1304 mg/dLToh 0, ZEMGIFMAFIIMR T LT 5,

B) Ml At U RrE i AR (KT

FEOBEN)  |BGEBIMAHE3» AR Q0ISAE2A24HMNB5H23H) IV v T 4 7 > ASEDEE-H3 B
hENToEmE (65i%LL |) O2RBEIRIFICK T DV % T 4 7 v ABEOHEHFERE T
TOREM « HHHEICOWTHERT 5,

(LR BRI

iE 15K A L EIUEFI . 41751

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

FRBIEE | et BIER, ERAAFEFROBIVRN
BEPE HDALcDR—RZ T A b DOEbE: (ETRE — X—RT7 A1)

ZEWERFIMAEDR—RA T A VDO R JETRR — N—XT74 ) fily
TR ERGE  |IRGEBRAMAR3 » AR (201542 H24 H ) BH5H23 H) ICARA O 5238 hE S du7- s

F (655 LA ) D2BIBEIRIEBEA19BI 3 B ek S 4L, 417BIOFRAEE AL L,
IZ20164F10 H R T T L7,

417610 5 B, THIEILARE KRBT 362 22 EMEMAT R SBRIN & Uiz, MM
KIGIEFT41401 T I - 7=,

L2 MERAT 5F R IE 41405 D AE I R 1L 6575% ~ T745% 2521941 (70.3%) , 755% LA _E73123
Bl (29.7%) THY, FHEEITTIR, AmlniX88m CTh o7,
FEAAVERRAT R BREA14F D 5 5, [_—2F 1 > OHbAlc L ZEIFHG M k72 L 74
% A RIERRAT R G2 BRO & Ui, A MR e SIEG] 340761 T - 72,

ool

LAV SUEBI4 1451, RIVERNESSHICFRD B, EIVEA OFBLEIE1320.53%
ThoTo, SHILLEDOBFIZRD HZBWERIE, THIR) 761 (1.69%), MRHEIBEK]
ol (1.45%), TEEJGE), TA¥E), Ttk #5610 (1.21%) Th-o7z,
AR O BIVE R BLEIR L, 65/ ~T74i% TIX59% (20.27%), 75l ETix26
B (21.14%) TH Y, 75%LL EOBRE TR S EIWEFAFEEIS BN S E0mIE 72
Mo T,

AHIARA B CRBL U T-RBIWERE, AGBRFE CORWEMORIURDL & [FEETH -7,
LERMERREAT R RIAEBI4 1401 35 1T 2 BIVEH D FEBLEN520.53% 1%, 7KFRIFE TORIE
FORBEIE15.10% 2 ED o> T2,

F7o, BEELAEERRINICGRDONTZ, TON, KK EOREEBRIGTE SR
Do TFEFNI3F TH Y TR EEBEZME ] T2 N L RADRAE] THigk ) 28t S
Too RBEIARIX145% THH T,

B, REMMNTSERI & Liz3pITiE, AEFZOWME TR o7,

Lk




V. IBICET 2 E

B R | A2

AP TIX, HbALcDR—R T A NG TR E COEALE % R
HELTW5,

B NPEREAT R GAEGI407H] D, AHI$G-BRAART O F-EIEILT.48%, & THHE7.11% T
HY, HbAlcIHK T L7,

7z, EERFIMFEDON—A T A b TR R E TOELE S RIA 2R E B
L LTERY, AR 6 GIEE1407 51 D A 1 5-BR hA R 0O )13 138.8mg/dL,
& TRFIX130.4mg/dLCTh v, ZEMERFMIBEITIR T L7,

WP ORIRAMERIIE H SO Th, TSmO B 1 E E e i 25580 Hiviz,

C) HrEMAREHRE (BEORERE LS E LE-ESE AT 2HE) (FEikTh)
MDA 2t RIS, 1 ERE T30 2 K 00 B FH IR D 224 Mo OV 2tk &
%E@ﬁ_ 6 o

D) HEfHAERE (RIS RE 2SR e LB T 52E) ()
12 B S HR o 2 e G0, i 32 RE RT3 2 AH| 0 K HAGE FH I 0 22 20 e OVE it %
B9 5

© HLEIRFE% R R
RUIEIRTE % OEFRRER & LT, GLP-1 ZAFAIEENEE & OO HRBRIE NC A 2 U AL o
OF 3Bk & 220 L 7=,

A) GLP-1 Z A RIEEEE & OOF FAFRIE R 5588 20 (N RS T4 BRI U8R : 1245.106 45R)
GLP-1 Z A MAEEN IR L HIERIC b b Tl = o b e — L3R+ 72 B AR N 2 B0 fR
TR I TASH 10 mg 3L 25 mg & 1 B 1 18] 52 BRI BEAR 4 5 U 7= o2 2k J O 2k

R L7, #2552 123517 5 HbAle DFERIED & ORI /B BT TERDO LI T
B oTo, Al 10mg KO 25mg (28T HARMIEDRIVEH ORBELEIEILX, £ E40.0% (0/32

B) KON3.0% (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 FEh3E
25mg (n=33) 8.68 -0.77 (0.14)

n: 7 F ML S UTERIEL

B G-RifE

MO ST ZE(LE (SE)

(MMRM : OC)




. RIS HIHH

B) A v AU UKL ONFRRIER I 53R 2 (EINRLEIRE ISR  1245.107 30R)
A AN BIFNC L DIBIRC b0 B = o b r— VAR 457 BAN 2 BUBERR I B %
BUI—TEHEDA VA AZARKI10mg, 25mg %7 1 B 18] 52 @8BS L= 77 2R
EEREGSABREZIT 72, #5 16 I231) 5 HbAle OF HHifED D OFFE I L BIX T RO
EBVTHY, AAI10mg, 25mg ITWTIE 77 B REGRACLRTEERZENRD 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?’ (0_'8_98)2]

n: 7 ¥ ML S NIEBIEK

BHAME» S OBLER T TR EDZE

(ANCOVA : LOCF)

£z, TOBRA AV OHEE

A2 LR (SE)

AEI AT L LT 52 E Tk L, REIOZEMKR AN

771 & R Lz, 52 8123817 5 HbAle DO G-RIfEN & OFRF T L Bl T &
DEBY Thotz, 52 EMEGIZHIT HRMBEORIEHORRENEGIL, 77 ERT15.6%
(14/90 f51) A<#l 10mg T 20.9% (18/86 f5l), Al 25mg T 24.4% (22/90 f5l) ThH v, HE

DARMAE LA SR Do T2,
HbAlc (NGSPfH) (%)
52 R DL FiifiE .
AT FoERED

B E-AE D DI (LR 7 LD

77 2AREHE (n=90) 8.70 0.01 (0.07) -
10mg # (n=86) 8.83 -0.89 (0.07) [_106990 (0_'507)0]
25mg B (n=90) 8.74 -0.95 (0.07) [_10%6 (0_'507)7]

n: 7 AMESNIEBIEL

B GRIE S OBEEL VT TR E D% HEEHEE (SE)

(ANCOVA : LOCF)




V. IBICET 2 E

0
R,

M = > b m— L3R4y A w2 BUBEIR R (65 skl b)) Z xR
Yy 10mg % 1 H 1A 528
fili L7z, #5521
Too EIEaHTiE (ANCOVA)
¥ 10mg BT 68.26kg, 77 EARHETIE 66.90kg TH Y, #4552 HIZ

e i 2 ROBE PRI B 2k G & LT

AR 55 4

i R B 23) ([ PN R 5 14 G PR 3R £ 1245.218

EMPA-ELDERLY 5{5#)

I, =N Tna
AL L= 2D R0 ) 7a P O IMER M43
(23T % HbAle DIGRIED & OFFEFI M RITTRRO LB Tho
WZES S EKERMEOKREOFEEIX, =7 7n
B DIREOE -7

S DOFHZE R (SE) 1%, =237 ) 7Py 10mg B T-3.26% (0.27), 77 waRiE
TIE-0.90% (023) Thoto, S2HEMFELIZHBNT, =27 7Py 10mg BELNT T

EARBEOREFZORIME I ETRBD Do, KEORIERORIEAX, 7
FERT1.6% (1/64 151), A#Hl10mg T 1.5% (1/65%1) TV, Wi b EiEEEITRE T
bolz, FTARBERDITAE S BEBDCH KT 72 EOFERIIA LT, &l 2 B RIH
BEICB T IAFOBEMEIIRIFTH T,
HbAlc (NGSPfE) (%)
o 52 WIREOF G-l fE R
Be5-ATE I PSR TIEREDE
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 (-032)

n: 7 F ML S UTERIEL

BHAMENS OB EL O T TR EDHE

(MMRM FAS:0C)

AT LR (SE)

D) BARH)A > R U ARGUE K ONRIIZE R IR R & x5 & U T2 [E PN R Al 35 R 29

(FE PRSI E% iR © 1245212 35k, EMPIRE-01, EMPIRE-02 5{65%)
Hi A A Y ARG R S BEHEVEREIRIE O B ARNBE (A U URBUE, IRZEA
PEREIRIR) 28I, AFZHE Lz L X OFIMER L EEE2 R 5,
RERT A | Sk ILE, S, AR I AR
PIE 3 A R ARG E E O BEATERE RN O B AR N RS 8
EEHA 2 ) ARBUERE 7
- MR ZEREERE IR R < 1
TP ULAE | - RIEBASATNCA o2 ) SRBUE (A, B, JEAFEBA), UGN ML

(ZR - k)

JRIF L 2l & B

< BBRRT 12BRILARTE 0, mAERE THIORE - HE, RORFHFRE - EEHEEO
FRNAEN—EDRE

« 27 Y —= 7D HbAlc N 7.0%LL EDHEHE

- SGLT2 BHERZ##H L TV H80E, BEkRTiC 12
BE

- [l BB RO R 20 kLl Lo B
CRIEBROHB, NE, PRI - SEEH LK OYE RIS
HEZF, BERADLIEIZLLFRBEOELN-BAE

HMILL D wash-out 23 A HE 72

E\ZDOWT 750




V.

BB HIHHE

ERBRAEEME | - BERIFLAAN DN WBE B OIREENZEE L TORVESE
(B Hepy) |+ A2 U —= 7 DeGFRAMSML/min/1.73m>A O B HEREREE 2 49 5 [BH

CHEAES N A, BERIGVERSIES X RTERE, EAERYLE, FINATE, BEERIME
Do D EHE

- ZOMOBRR CIRBRE(LEMZe ENARIRBR ORISR & U TR Y &Il L= B
- FFRSREREE 3 g 5 B

S FRELP, AR, RO RTREME N B D HRE

« T a—)VELH XA3EYELH o B3, %

Be 551k EMPIRE-01 iRk TlX, A > R U ARBUE K OWENH ZEME NS R IR 1235 1 2 BERR IR O
FRIE DN 2 RUBEFR IR OEEAHINC RIS 5 2 & b, 2 U RIB TR STV 5 k.
HEIZHE-> T 10mg 7 1 H 1 B 52 5846 U7, %5 12 ##% O HbAle 23 7.0%
DL EDSGEIZIE 25mg IZH & L, 7.0% A0 O%5E 1213 5 &4 &7 10mg T 24
B ECTHRGEMGET L & LT,
D1k, MiRER Cdh D EMPIRE-02 R ~B1T L, R UMHE - AR T 28 @
(EMPIRE-01 3B D Day 0 75 52 ##) ki 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
FEFHESEE | (EMPIRE-01 3U5%)
- #2524 JRH% D HbAle DR_R— R T A L InE DB &
(EMPIRE-02 #5h)
- HEHRES BIER, IBIREEOA N 2220 B H B HE E
(IR, JREEEGYE, MEESEGYE, WMiRERD (RERD 2 &1, 2R - HIR,
BREE, 7 N AREM, BB, LMERY AT, EEEEY X2)
TR | (EMPIRE-01 3X5k)
HH

- ¥ 5 12 BB O HbAle D_—RA T A L inb DL E

- HbAlc DRIFHER

- P 524 A% O ZERERE LS (FPG) D_R—Z T A b DL &
- 22 JEIRE MBS O R IRFHERS

AR UBREE (1A R B, RERES R R) OEAE
- B1% 2 B 2L o — R EO RS

(EMPIRE-02 #5#)
- P25 52 1% D HbAlc DRX— AT A b DS

- HbAlc OFREHER




V. IBICET 2 E

(720 1E)

BHKRTHEICBIT A7) 7a P 0BG, 10mg 28 2 i, 25mg 736
BITHoTz, 2F 0, 12 HFFEGREC 2 B3 HbAlc 7.0% A7, 6 B3 HbAlc 7.0%
DL bR Uz, 1RBRERO RFGESFERIT 100%25 561, 95%LL 23 141, 85%LL EA
2HITH o=,

HbAlc DAL & OMRIFHER

R— 2 F A .0 HbAle D EHIEIT 8.46% T & - 7278 24 R H-FFIZ 1% 7.48%
FTIRTFL, "= A DO EFEIF-0.99% Th o7, 52 W 5RO
HbAIC L 791% TH Y, _—RA T A b DOFHZERIT-0.55% Th -7,

B GRED D D& - R (SD)
HbAlc (NGSP &) (%)
P G- B GRfED DG | B GRED O &5
24 Hf%EETO 52 HfH#%EETO
PR AR

10mg XX
25mg (n=8)
n : BRERIEFIE

8.46 -0.99 (0.47) -0.55 (1.15)

NR—=R T A G 52 PR E TO HbAle DRRIFHER

5]

74

1\
[61 \ B

HbA1c (% [mmol/mol])

[551

(2] Time (weeks
72 R R 1fn B 0D 28 (b i B OVRIRFHE RS
N—2 T A WO ZE IR M 196.6mg/dL Td ¥, 24 B G-HICB T %228
REMAEIX 132.8mg/dL, X— AT A 02 bOE{LEIX-63.9mg/dL Th o7, ZEHEIF
MAEDRRIFHERL TN — R T A 6 4B GREE TR T L CENLPRIZIER T
THERS L7z, 52 WM 5K 23 1T 5 228K bE 1T 138.6mg/dL TH Y, X—A T A
VD DOEALEIX-58.0mg/dL ThH o7,




V.

BB HIHHE

S
(720 1E)

N AT A G 52 G RE T O ZEERFILRE O RERFHER

[167]
(139)
1)
531 [

[56]

FPG (mg/dL [mmol/L])

23]

Time (weeks)

AR 5 EORHERE (1 AfA R &)

ARERHIZA R Y R LTV 2 FlIETIC =R T A & ik LT 24
BB ERFICBITD 1 BisA VA VEORENR O, FOREILS2 AMET
e L CR.ONT,

RES
(&A1)

BIEFRIZOWTIE 8 Bl 141 (12.5%) 12 1 o E DK fEN B o n=28, JEE
EThY, FHECHBEA R v OBREERHE L CHEIEICEST,

BT, HEELAERS, RSP - ZEHE - BEICESTLAEFERRI RN T,
LAAMEOE R E (RMbE, REEGE, Y OYE, MRER) RREZ2

aiel, 2R - BEIR, BREE, 7R AREN, B0, LmERY A7, HEH
JESZE Y X 7)) 2% LA EFEFZIMRMAED 1 61 (12.5%) OHTH T,

RES
(L)

A VA AARGUEUINEN ZEMERE IR 2 T2 AARANZG L LT RT ) 7
By ERE LEARRBRICREWT, R—R2 7 4 b 24 [ 5123 1F 5 HbAlc
1% 0.99% DIX T 23538 H 4L, 52 HEHEGRFIZEB W TE 0.55% DK TR bz,
F 7o, 24 RGO 52 B %GR D ZEREREMAE DR— R T A B D
AL EIZZENZN 63.9mg/dL, 58.0mg/dL TH-o7=, 512, A AV U ZEHL
TV 2BIDBEIZEB N TINR—RAT A b 2 BMZEGRETOA R &
HEDRT b0 b,

AKRBRIZBIT D= 7Y 7a Y OReME, BEOT R 7 ) 7a v ORs
HTa 7 s A NNNPOEESND LD ThHoTz, £z, 7 b7 ¥ K= ADRBLUIA
LT, A RV ARGUE SUIREMIZEMEMERE RN 2 H T 2 ARNBEZICHT 2=
RN T Y DRI RARMEDRHER SN,

) AFOAB SN - HEIIRO LB TH D,

<2 7l
HE,
0,

B DR >
AT 7 ) 7Y L LT 10mg 2 1 A 1 EEIERTUIFEIESIcR O &REd 5,
BT IRGEIE, Bl & T3 BE LR 5 25mg 1 H 1ENZHET 5 Z LN TE 5,

<ABPE A, ABPER B>

W,

AT 7 ) 7yl LT 10mg 2 1 A 1 EEIERTUIFIESIcRa&RET 5,




V. IBICET 2 E

2) FBEME LTREFEONERERIELBE - RROBE
TR L

(7 £t

LR L



VI. Hh AP B4 25 A

VI. EWREICEI HEHA
1. REPMCEESSLAMI T EME

SGL2 FREH| (A 77V 7ayy L-Fuly, ¥Ryl a2 a—iuK
m, NeF Y Ta ki, NRZUTZal K, 7Y 7 a Y KR
HE  BEOH DA MDONEE - IRFEIL, EFOEBETFRILESRT HZ L,

2. EHEHR
(1) 1ERERMG - ERER

1) fpE R~ EH

mﬂ;@tf%ﬁéhh%b:—x VRENRME I ET D b RY DA - 70 a— 2R 2
(SGLT2) IZ &> TURTHEIZHRIN SN, DT TIEH 523 SGLTI IZ L > THHRI SN D ¥,

TR Y 7m0 SGLT2 N 2B G IHERT, BRI L2 7 v a— 20BN A2 HES
LZElICkV RPNV a—2PRtEZ NS, MEZERT S5 29,

2) 1B AN A M OV M g L k9~ D /E
TR T Y 7 a Y AXEROENRMEIZIT D SGLT2 2 LT, Z/va—A T Tidlel -
U D LRI S IEIT 272, EARME ~OF b Y U AEENHINT S 2, ZORERE L
T, RHEREKIE T 1 — KXy 7 O#IN, DIRORTER K OB ARTORD, W ONE A SRR TS
PEDIR T 702 EAFRRUBERE I b2 I T AIREMED B 5 2, F7z, =7 Y 7u P ONK
BEREIT 63 2 BRIV 30, DB M OBIBORFE = L X —JHE LTOF b AREGIC L DR
éﬁi/\@ﬁiﬁﬁ 31), 32), 33)&0{‘@‘&@451 ]\ LA 34),35) j}<y"“ 33), 35), 36), 37) , 38) , 39) , 40) ,41)&0{‘ U :67‘ U \/7‘@*[”
] 33)-35). 390, 400 420 g i Lo AN 2 R DM R I L o6 3~ DA IS T 5 L TV D ATREE DN B D

(2) EMERNFTHHBRBAE

1) SGLT2 FHEMEH
Invitro BT, = 7Y 7a ikt b SGLT2 ZiBIRAIZFHE L (ICso: 1.3nM), & b SGLT1
(ICso : 6278nM) & EL#E L CTHJ 5000 £ DRI 2R LTz 9,

2) SR 7L 3 — A PR R
BEPRIFE T VB (db/db ~ 7 2 J O Zucker BRI [ZDF] 7 v b) I2BWT, =237
Tu Y ATHEBERARGICE D IRP 7V a—2gRitE (5% 7 ) AN S 2,
HARN 2 BB RIFGREFICT )7 ) 7a Y Img, Smg, 10mg, 25mg XiX7 7k HR% 1 H 1A
HMKEROEE Lz, = "7 ) 7a v 37 78 RIc#&5 28 B H O S 24 FEf% £
TORBERT 7N o — 2Pk s 2 NS Y,



VI. Hh AP B4 25 A

3) MR TR
FERFET VB (db/db ~ 7 AR TNZDF 7 v 8) IZBWT, = /37 Y 7m0 [T HERR P
Sz X v PR FIEAZ R L2, 8512, ZDF 7 v MZBWT, =27 ) 7aP v id 1 |
1R S EMERAKRGICEY, 520 (BAET) XO&E537HH ER&T) omfrr
2 — APREEIFONE HbAle 2K F 7249,
HAN 2 BBERIGEFIC T T 'R, =37 ) 7m0 10mg X% 25mg % 1 H 1 [A] 24 B
BROEG Lz, =" 7 ) 7a v 37 7RI~ HbAle Z IR T 8729,

4) DPREE]
BEPRIR T 7 VBN OO LA FE S 2k B VR
BRI EZER S ZKK-Ay v 7 A8/ ) 7P % 10mg/kgl B 1[0 8 R O#S L
T2, DERE D EEAL K OV 2 B L 7= 39,

EH MAE D OARRE T VBT H1EH

I Sprague-Dawley 7 v MIEENRO K AFEER ZATWVLIHTEZE L FHRE LIZET LB NT, =
RV Ta s FEBEE 1 H 30mgkg &7ed L DI 10 ﬁm@&%btﬁ D ZET 5
BOLBEREEEZIEI L2 D, Mo a—2 vy —7 % 2 W oI ERERFE I L 5 O0mE%E
%?w:%wf%,myﬂﬁ)7myy@2ﬁﬂﬁl51E1Mg@ﬁuﬁﬁi,E%W%&U
JERMSRE A B 2 LT ) T U v F B LTz 49,

5) B iRl
In vitro D& N FRABE M3 2 1A
EREE 7V 3 — A ZHEEE Lo b MEACRMAE ML (HPTC) #RZ ) L7z in vitro UBRICIH W T,
TR7 ) 7Y i, LY ET ) 7 ONCHISIEEM AR L, BB EER A i
L=, F7-, A7V a— R EET O HPTC ¥kZ2 i H L7 invitro RERIZIBWNT, =
7 7 a Y AT L1 BRIREIC & D JhE & il L7z 37

BEDRIR 2 A3 5 BIREBE T VBT 5 1EH

R R FARIEIE T D HED Ins2+/Akita = 7 A K UMD BTBR ob/ob < 7 AR WT, T2/
Tu YV ATEEE I L (-7 m CSRERRIEE &, SRERRIMATENE & SR ERIR D K &
SOEFAL, WHEHME LA, FERPEFIERO S~ — I —DOFRBE K ORIEOIE], 717
I URIEDOUGES) 9404 F 7, @AWEF??XZ%%%Q%EK,TTE%A@%W@m
JEAPED IS T JRIEDEBYEFERIFEMEE BN (DKD) ##FE L7=E 7 /LCB\WT, =/
V7a Y TREDT VT I R EME D DKD OBE A S S 7 3,

T MR OB R EE T VB R T 2 1E

HHERETT VEW (LPS i E R EEE B RE~ T X, 56 B~V X, Tro47 v
YIEGFERIET v b, Y7 aAR) CAFEERET v b) IZBNT, s Tyey
VEEEEEZMHEI L (VETV T, RIE, B R OSREARE O SR OS], M, 7
AT IR, MRS RS F o CREDR ) 229400



VI. Hh AP B4 25 A

() YERFEIRRR - Frinkef

LB L



VL Ehe I BE 3 % TH

VI. E¥EEICRET 518 H
1. MPREDHER

(1) AT ARG MPRE
LR L
() BERHBRCHRE nimbRE

1) HmEEE 2
HANEEFER A B, =7 ) 7av 1, 5, 10, 25, 100mg % Z2fE HAEIRE 0 # 5 L7
& & OISERRZERO MAE PRS2 112, BYIIE T A= E2 R 1ITRT, Cox L
AUCo. ol THEIZHBI L T EH L7,

4000 H

100mg (N=6)
25mg (N=6)
10mg (N=6)
5mg (N=6)
1mg (N=6)

3000 +

2000

1000 H

migEhT /570 0 B ENM]

s — e —

T T T T T T T 1

0 6 12 18 24 36 48 60 72

1% 5 & FefEh]
B 1 fERRR A B 22 AR BRI 1 42 5-4% o0 SRR i e vl FEHERS (RN P+ YR 722)



VL Ehie c BE4 % TH

K1 EFERN PRI ZEE R HARIRE O R 5-1% O R Py EhRE ST X —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)

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

2) KR
AAN 2 BRI REI, =287 7aPr 10mg KON 25mg Z22fFE 1 B 1[5 28 HEE
OB Lic b &0 MERREHE AKX 2, W RT A —2 %2R 21T T, Coa LY AUCH
RN L BEREIL 133 U T CTh o7z Y, SMEARFERA BN (16 4) (=" 7) 7ny
/50mg>s:1 H1EROBEE LRSS, =7 ) 7 oifEhErs: s B EO# L £ Tl

R L7 9,
%5188 ®’E57~27HE % 528HH

1200 A
A
3&[\ 1000 o 25mg
N 800 A 10mg
D 600
3 _ 400
=

S 200 5

AL
:%\5( 0 ﬁ‘ S 4 E ‘} Q i . ; “Z’::j}——¥;_'r_>¥ —

0 4 8 12 16 20 24 144 312 480 600 624 648 660 672 684 696 708 720
#IE4% 5 &N

X2 2 BUHEIRIF B IZ 10mg M OY 25mg % ZE I RESCIE R 11 B 5% 00 SR 5 e RS
(B e EHE RS, 551 HE n=20 XT'19, #528 HH n=18 X} 17)

F 2 2 BUBEPRN R (S ZE R SRR D e 58 O R PR B RE T A — ¥

AUC  ss[nM - h] Cax, ss [nM] tmax, ss [h] ti,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)

FITME (EERELY), tmax, ss (T RAE (oe/ME — B R fE)

E) AFNOAE SN HE - HERIZRO L BY Th D,
<2 T PR AF>
R, AL 11//\7 Yy7meyr e LT 10mg 1 B 1 MEIRETDUIFERICGROKRE T 5, 725,
BHERRT DR BEETIE, EE B L28 5 25meg 1 B 1 ENCHEET S Z LR TE 5,
<‘|§‘f$ll\7}_ 12 ﬁﬁxﬂﬁﬁf >
WH, RAIIFZ R el LT Iomg 2 1 A 1 EEIRRTOTEHE%IcR 0515,



VIL_ S EhRe I BE 3 % TH

Q) hEE

AR L

4) BE - FREOZE

1) BFEOXE GEAT—%) 9
fERERR NS, T2 87 ) 7 a Py 25mg ZRBICHER ARG Lz b &, ZEEEGICHT 58
B D Crax LY AUCo.. DEEMEIE DL (BB G22I ) &2 D 90% S X HI,
63.2 [56.7,70.4] %K1 84.0 [80.9,87.3] % T o7z, ZEHGRFEHAZ AT tya O RAEIL 1.5
REAER L7- (£ 3),

3 BERERAIC 25mg % ZEE R R VBRI HLAIRE A SR DKM ERE T A —X

R A 4 [ i el
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 >
W, RAICIFETZ 7Y 7e P LT 1omg 2 1 B 1 RIEIRRTI T E%IcR 0515,

2) PFHZED 2

OF L7 4 7m VN DR GMEANT—4)
BERERR A (18 f5) (27 A7 4 7 )L (EIWNAKR) (OATPIB1, OAT3 K& U CYP2C8 D EA)
600mg 1 H 2\l (1200mg/H) 5 BRIERAHKEL, 727 47 v oL (ENARKR) 56
A% 3 BRI /R7 Y 7a Py 25mg  HERR O R E L Ga, =0 "7 ) 7ud ol
M 5B 2 OF % 5B O S EEME O I & 2 D 90% (58X i 13X AUC)... T 159152, 1661 %
Cinax C 115 [106, 125] % TH o 7=,

@V 77 O GMEANT—#)
fERER A (18 ) Iz /37 ) 7y 10mg &, U7 7B (OATPIBI & U OATPIB3
DORREFA]) 600mg 2 HEIRE O JF G Lizind, =0 X7 ) 7a o r OB 5RHIRT 25 0F
G-I DI EED b & Z D 90%EFH X H1E AUCo.. T 135 [130, 141] %, Cmax T 175 [160,
192] % Th o7z,

@7 rA_Ry KEDHA O GEAT—%)
e A (16 ) (I27 x> K (OAT3 (X UGT OBLEA]) 500mg % 1 H 2 [A] 4 A M ER
N5 L, 7axxy NEGRAEL 2 BRICZ 37 ) 7a v 10mg % HaER 0 0f &5 Lz
Yy, o7 ) 7 a Y OB GR T 2 0GR O B EAE O e & 2 0D 90% 151
X1 AUCo T 153 [146, 161] %, Cmax T 126 [114,139] % ThH o7z,



VL Ehe C BE3 % TH

@z ooy L OHH GMNEAT—2)

TURTY Ta Y ORI A R, U AU K (CYP2C9 TR snD) ©, v
7 & (CYP2C8 LUV 3A4 TSN D) D9, o2 7 ) FFo 9 UF T YTFo% gLs s
U (CYP2CY DHE) 50, ~NF33Iv (PHEERAMEAD 57, 717V (ERARKR) 7,
VURALF L (CYP3A4 DIE) W, FR#E (e FuzooF 7Y REORRT7EIR) 9L D
BrRIC L D BIIA LN -T2 (F4), £, =70 7a P OfHIcL D A Fhr
VI TYRAEY R, CF T Y E DD kT TF N YF Y SF N Uy
Yoo, vaxs s, II7Y 0 (ERRER) 3, o2 FF 8, FlRE (v Fa s
ErF 7YY REWNEZEIR) O ROBMEE (ZF= LR T PF =L KOLAR VT A b
L V) SOOI ENRE~ DGR IIE & 72 25 BII A b o7 (R 5),

£4 =R ) TuTr OIEWEREC RIS OO B
FABINE ST A — 5 SATTHIED (%)

B ISR B PSR AHI B (90%(E#EIX M) OF F/ Al

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 10 952 (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 [ 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 Hi[A] 25mg 1 H 18] 101 (96.9, 105) 101 (89.8, 113)
RF 2RI 120mg HilH] 25mg Hi[m[*? 103 (98.9, 107) 92.4 (85.4,100)
FIFY L S5mg 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)

E 1) AFOAGRHEIL 2 BUFERFE Tl 10mg & O 25mg, 1BPEOARE K OB B RS Tt 10mg
E2) HEERSTOFMD7ZD, AUCow, Cma?>6HEHHE




VIL_ S EhRe I BE 3 % TH

#F5 BEREoEYERRICRIT TS T a Y DR

RAES

RIEE IR

AT &

HMBNE T A — Z IR ED (%)
(90% 5 HEIX [A]) O AI/E A

AUC: Cnax.ss

A NFNLI

1000mg 1 H 2 [=]

50mg P 1 H 1[5

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

7Y AEY R Img Hi[a%? 50mg ¥V 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 &V M-I
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 A
89.0 (72.7, 109) | 90.2 (66.8, 122)
EATY B 4smg1 A 1] 25mg 1 A 1] EA7Y 27~ Ml
99.5 (89.1, 111) | 104 (80.8, 133)
EA T 2V M-IV
101916, 111) | 113(90.8, 139)
=zl S7ANG
91.1 (77.4, 107) | 89.9 (71.0, 114)
Somg®V 1 H 18] vA 7Y 2 M-
98.9 (90.7, 108) | 91.9 (77.1, 110)
v &Y 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 [ 103 (96.1, 111) 102 (86.9, 119)
R-UNLT 7V
i 98.5(953,102) | 97.9(91.1,105)
UNT 7Y 25mg HiA[*? 25mg 1 A 1 [a]
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)

SUNRRABTF

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

UNABEF 40mg Hi[A]*? 25mg Hild]
¢ ¢ U RABF U
105 (90.1, 122) 97.3(84.9, 111)
t ReszooFry R 25mg 1 H 1 [5] 25mg1 H 1 [8] 96.3 (89.1, 104) 102 (88.6, 117)
AN
101 (99.1, 104) 104 (93.8, 116)
_ 7€ F-Ml
FZ7EIFR 5mgl H 18] 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 1[E 25mg1 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) AFOAEEIL 2 BUEIRF T 10mg KO 25mg, B LA 2K OB B IRE Tl 10mg
H2) HEEE TOFMED 7%, AUCow, CmuxHiHE



VL Ehe C BE3 % TH

2. EVMRER/INT A—4
(1) fR#rAE
HENEE NS A —Z T ) 3 N— F A NETF VRN I RHER PR fSEATIC LV B LT, B
[ PK fRHT CTIXWIN T 7 & A L, — R R O UGHEFE R 2 E LTz 2-2 2 78—k A v
NET NV E VT,
(2) WRINRFE TE B
W R EE T4 (ka) @ 0.192h! (RREE] PK FEATIZ X 5 HEEME)

Q) HXEEEH
AARNERRABHEICZ X7 ) 71 ¥ 10mg KO 25mg & ZEJERFHE# 5. L7z & X OEKFH
DI IR E EENLZ L 0.0748 L TY0.0649h! Th o 72,
TE) AHIOKR SN - HRZKO LB Th 5.
<IBPELRA, RPEEI>
W, ALY 7Y 7Yy e LT 1omg % 1R 1L EIWHERTR %6 N 5T 5.
@ 20752 R

11.0L/h (RFEE] PK fEATIC L 2 Bnidofkn 7 V7 7 o A3 1E)

HA R B (% 6 ) [cm2 /327 ) 7m0 10mg KON 25mg & HIAR O 5 L7- & &
DO VT T2 ALFIEI 29.9mL/min & O 34.8mL/min CTd - 7= 2,

) AFIOER SN - AREIKO LB Th .

<IEPE AR A, 8 s>
\BE, AT o7 ) 7Pl LT 10mg & 1 B 1 BEFIAF ITHA%ICRNEEd 5,

5) NHRE
76.5L (REEEF PK fi#HTIC L 5 25T O E H R BE D 45 A 28 DO HE EfE)

(6) Znith

LB L



VIL_ S EhRe I BE 3 % TH

3. BKE (KEaL—>3>) @Y
(1) fEHr75iE

FTEALDHH—IRWINEETe 2-2 /= A FET IV

RHEM PK fiftfr 2, FEBRIRGRET ) 7 (NONMEM®) ¥ 7 b7 =7 Version 7.2 (ICON
Development Solutions, Hanover, MD) % I\ C, FEHRIBIRGZIRET VT LV Ei L7z, ET/V
DOIERL, % D goodness-of-fit criteria (2 K V1T o7z, PK/NT A —Z | Zx4 5 A BEDKLED
A, TARERETVIEERWTITo

(2) NSA—BEFHER
REFMENT OSSR, =2 %7 ) 71O CL/F I eGFR DX FIZfE-> T F L, eGFR 23 60,
30, 15mL/min/1.73m? D EFE TiX, eGFR 7% 100mL/min/1.73 m> DB 12X, AUC. (1IFh 2
195, 519, 93.1%mE< 725 L PHIENT-, TOMOEEBTR (PER, 4Ffs, AFE, AST KO
WWEH) TPKRATA—XO—IZENPRD NN, FOEEIENTHST,

4. |

WA« RX Y &R L

W U o R ER R L

INATT_XAZENT 1

MR L

(BZ) =T Y 7a Ty ORI, ET AT YT 4 ORFHIIT-> TR0V, BARA
R A (% 66 12, =237 U 71 10mg KON 25mg & Zefgi a5 L= & & D
Beb-1% 72 Wi E TORFPRZE(AEIEM R I TN 580D 21.3% & 1122.9% TH Y 2, ikt
NAFTTRAZEV T ITENLLETH D EHEREIND,

) AFOERS NI - HRITKRO LB TH 5.

<IEPE AR A, 8 >
W, AIFT 7 ) 7Y LT 10mg 2 1 B 1 BIFIARTSUIFHEZ ISR ARG 5,

5. % %
(1) mik—EXEAFS @t

AR L
(BE) Ty MIHCE U RS Y Tr Uk Smgkg SO L7 & &, BEROME (N
WA, K, GERE, WL, FBE) (CHORBERB S o s o,

(2) mik—keEEMERE

MR L
(BE) HIET v M UC-mo 7 ) 7P % Smgkg S O#G- Li- & &, JRIBITIRO R 6E
TEENRD b 9,



VL Ehe C BE3 % TH

Q) Fit~DF¥ITHE

BRI L
(2%5) BT v MIHUC-m 7 ) 7a Y% Sme/kg RO #E Uiz & &, it/ o hE

LIPS 1 BRI T 0.634, #5- 8 BEf#]1% T 5.00 ThH o 7= 2,

() BERADBITH
LR L

(5) ZothoHBB~DBITH
FNEANT —%) SEABERERA B (8 f6)) 12 ¥C-=2 X7 ) 7 a2y 50mg IRk 2% 10 #% 5
L7- & & o MR/ M5E O I BETE BE D 4341 Ehid 28.6~36.8% T - 7= 9,

) AANOARINIHE - HEIFRO LBD Th D,
<2 BpE R Jpi>
WHE, RACE= 7Y 7 LT I0mg % 1 B 1 BIEIREDSUIERZICR AR ST 5, 7258,
THRART B EITIE, B E I BE LS 25mg 1 H 1 BEICHEE TS5 Z LN TE 5,
<[ OARA, 18I >
WH, RAIFZ R el LT lomg 2 1 A 1 EEAERTOITEHE%IcR 0515,

(BE) A7 v MTMUC-m 7Y 7P % Smglkg fE OG- Uiz & & OMAR T e
EERNEH A — N TV T T 74— XVRE LTz, & A&REG% OIS RE DMk~ D /A
DTnTholz, Hb 1 KR s M PN REIREE (Coax 5 4470g Eq/g) 23580 LTz, 4%
KRR DR REIT G 1 FERIFEIC Coax \CEBE L, #1572 R £ TICHRBRD DK L. Con
Mo T RARRE, T, BRE, BiE BHEAOER TH o7, HARMRSROMEE (MK,
KM, SR, WM, FBE) M OURERCRED A 7 = SR CIE, HEREITRH S heno 7z o),



VIL_ S EhRe I BE 3 % TH

AET Y M HC-2 /7Y 7P % Smg/kg #R ARG L7z & & O T RERE

Rk 1 FFfE 8 HFfH] 24 WA 72 B
[ng Eq/g] | A8/ MAELL | [ng Ba/g] | FLARMGELE | [ng Bq/g] | MEMR/IMAELL | [ng Eq/g] | AR/ 3L

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

- FEHET

BLQ : & & FIRER
TE) IE R AR B I IRR Y o TF L — g v T 2 — T K D HE

(6) MIFEAHFEER

HASN 2 RUBERIERE (BHEREIER, 8f) I[c— /X2 ) 7m0 25mg Z WA O E L= &
EOxRT ) Tu Y OMBERRERIL84T% TH o7 1,

(invitro 7—%) b M#E, 4%t FILIET L7 2 2 K 0.07% o 1-FRPEREE 3 2 FV T, 0.01
~1.0 u g/mL OPRFEFEPHIZIIT D UC-= > /X7 U 7 a ¥ D in vitro B ARE A & RSB HTEIZ XD
PE L7z, & MR AFEAFIL 82.0~845% CTh o7, b MILIET VT I OEAMKAEFRIL
80.3~83.6%, o l-FAMEFEREHTIX 10.6~16.6%THV, b MEFOTRFBAEEAITE 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= & & (8 41),
AT EICREEN R DL (ISP REIC X 25161 75%8), 2R EmIxs v
7 a UEBEREIERTH o7 (ISETF SRR ) 2 E A1) 3.3~7.4%) 9,
) AFOAREINAE - AREIRO LR TH 5.
<2 U R Jp5>
W, AT 7 ) 7P LT 10mg 2 1 B 1 BEIEE USSR ICRARET 5, 228,
ZHhRARF 722G EITIE, BB E HICBlE LS 25mg 1 B 1 BHCHERE T2 Z LN TE 5,
<IBHELRA, PRI
W, RAICIFETZ 7Y 7e Y LT 1omg 2 1 B 1 RIEIRRTITEHa%IcR 05+ 5,

) RBICE5T2EE CP%) OHFE B5E

(in vitro 7—4) & NOFFI 7 v Y — AR OFMlaEZ T 7Y 7 a2 R 7
Lic& A, =7 )7y Allde v ER@Ez T ool 9, F 2R3 0 AERIIE
UGT2B7, UGT1A3, UGTIA8 KT UGTIA9 235 LTHE Y, CYP RO GIXIZE A ER-
720060 R TuY e MFS 7 v Y —AD CYPIA2, CYP2B6, CYP2C8, CYP2C9,
CYP2C19, CYP2D6 KT CYP3A4 %[l Lieho7- 6 0, FERHEHERICEHS VT, CYPIA2,
CYP2B6 &} CYP3A4 OFFEITA B Lo 72 70,

Q) PEEENROEERVEDEE
U L
4) KEMOFEORERVFMRL, FHELE

ANEANT—%) 1FEAERFEZTT, HLZVMREWILT VT a v iiaaik QfEE) T,
FTNENORBEIZI= N7 ) 7a PV BEEIRRED 10%ARE TH-o7z (33~74%) 9, T
b SGLT2 (kT BHIEMEIIMR O THH <, ERMREEER & BEER W EEZ BT,

— 100 —



VIL_ S EhRe I BE 3 % TH

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

(2) # Mt =

HANEER A B (6 6)) (c= /87 ) 7aY 10mg KON 25mg & BRI OG- Lz & &
DOEeE% 72 Wil £ TORPRZBILIEPEIER T ZNENEEGEED 21.3% K N 22.9% Th - 72 2,

NENT —5) FEERABME @) 12 H¥C-m X7 ) 7 a vy 50mg IR % Hilalfk O kb L
=L &, BEBEREDK 54.4% 3R HNT, K41 2% FEPITHEIE S 72, R EOFE I HEE S
NSRSk 2 REALIRDEIEIXEINEN 43.5% K X 82.9% TH » 7= 9,
) AFOEBIN-HE - BRIIKO LB TH D,
<2 BB PR Jp5>
WE, RAFT 7Y 7y LC1omg 2 1 B 1 EEEFH T AR OBET 5, ik,
NBERFRGATNE, BREHICEE LN 25mg 1 H 1 RIZHETHZ LN TE S,
<iBHELARA, 1SR R
W, AFT 7 ) 7o LC10mg 2 1 B 1 BIFARSUIFHEZ ISR ARG 5,

(3) HEMEREE

LR L

8. FIVAR—F—IZEAT HIFH
(invitro 7—%) T2 /7)) 71 % P-gp, BCRP, OAT3, OATPIB1 & TF OATPIB3 D H/E
Thol, Flo, =237 U 781m Y X BCRP, OAT3, OATPIB1 & T OATP1B3 (Zxf L CTHjL
FREMEF (ICs fE : 45 114, 295, 71.8 K N58.6uM) Z /R L7=AS, P-gp (2% L CPHEMEH &R
SYAVIEIoY AN

9. BRFICLHBREE

DR L

10, BEDNDEEZETHEBE
(1) BEHaeEERE
HAS NEHEREIE ) M OMREE, AR, B EREREEED 2 WHERBERE I T ) Te v
25mg HalR OB G- 21T - 72 (F 6), HEK 5% OIYEIRE T A — & OEF EHERRE ICxH
D EMED I & Z D 90%FHAR I, B, R, BE B EEE TENEI Coa
\ZOWT, 93.5 [72.2,121] %, 922 [71.2,119] %, 94.0 [72.6,122] % TH Y, AUCrIZDW>

T 129 [106, 1571 %, 144 [118,175] %, 152 [125,185] % TH-7-, H5% 24 B ETOR
b7V — AHEEE: (UGEga4n) D X— A T A L IND OB L EITBEHEREDIR T & & I L2,
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VL Ehe C BE3 % TH

# 6 EHEHREEE K OB BRI T B 1 25mg BRI N 5454 OSBRI ) F N T A— X

EH (2353 MR =
INT A—=Z 4 [HAL] R ERREREET Y | ERREREETY | EkRERETY
n==_§ n==, n=2§8 n—8
AUCy... [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 3 (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 D HEESRERIAIEIEE (eGFR) >90mL/min/l1.73m?
10X I R AR e : eGFR 60~ <90mL/min/1.73m?
rhs R HEREREE eGFR 30~ < 60mL/min/1.73m>
e P R R R P : eGFR 15~ <30mL/min/1.73m?
H2) gl O IME — foR )
*3) n=7
‘?I4) n=6

\

HES) BE% 24 BMETORF N a—RPEEREDORX—RA T 1 VN E OB RO EHIE (YR )

HNEAT—2) SME KB R 2BmE @ F) I2x= /7Y 71 Py 50mg HER A#5 41T -

723558, Cnax KOV AUC... D IEH BB RE B (263 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 »H b DL RO FEEfE
(FRHEREE) 130.78 (0.90) g TH o721,

) ztzﬁlmﬁaﬁéhf:ﬁﬁ“(i cHEIIROLBY THD,
HRUHE PR 5>
WE, RACIZT 7Y 7e Pl LT 10mg & 1 B 1 BEIRRTUIEAR ISR ARG T 5, 28,
NIRRT RGETIE, iz HocBlE Laen s 25mg 1 B 1 EICHEET L2 ENTE D,
<‘l§'r$/M” a2, B >
WH, RAIFEZ 7Y el LT lomg 2 1 A 1 EERRTITEHE%IcRk 0515,
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VIL_ S EhRe I BE 3 % TH

(2) FrigrelEEE

GLEAT —%) TR EFEEBRE (h=12) KUMZE (Child-Pugh A =27 5 X% 6, n=8), H
“FE (Child-Pugh A 217 7~9, n=8), &/ (Child-Pugh 2 27 10~15, n=8) AFHREREHIC
TR 7 a Yy 50mg AR O & 552175 7=, Bl 5% ORYEIRE T X — X OIFHRE
HHRE KT D BT EED L & D 0% KM, A, HhS%EE & OVE B RE R 5
B TENEN Cpax ITDOWT 104 [82.3,131] %, 123 [97.7,156] %, 148 [118,187] % TH Y,
AUC).. {22 T 123 [98.9,153] %, 147 [118,183] %, 175 [140,218] % THh -7 9,

) AANOEBINTZHE - HERIZRDLBY TH D,
<2 U RS>
W, AT X7 ) 7aY L LT 1omg 2 1 B 1 EEIRRTUIIEF % IR NEE T 5, 2k,
THERAF G AL, RilE FoIcBiZgZ LNt 25mg 1 B 1 ENCHEET A Z ENTE S,
<{@PEOARA, 8B >
W, RACIE= 7 ) 7Pl LT 10mg & 1 A 1 BIEIRE SUIEISRICRARET 5,

3) =& ™

2 WUREpRIP R 3208 Bl (H AR NGB 628 Bl Ede) & H W= RHERTEW BT O R,
28 50 R DOEFEIT T AUC, o 1F 65 % TlE 8.00%, 75w CTlX 12.5% @< 72 b &Pl s,

11. Z0fth

LR L
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VI 24t (B FEoirEEs) 2B+ 5EA

ReH (EALOEES) ICHTHRE
EREETOEH

=

g

BRESH TR

2. FRRBLEEZDEH

2. 25 (ROBHEICFEE LGNNI L)
2.1 KB ORI LIRBUE DBEERE D & 5
2.2 HIES h— A FERIFPESIE U IATEEO B
(IR B O A ) AT K D00 e R U O S E 32 & 72 D O TARFN O P B3 S 720, ]
2.3 HIERRYYE, FiRig. EEMEOH HBE
DB RIS 2 B 5 BE TIEA v 2 U VT & 2 M SRR E 15 O TARF OB 5130
AN

(fig0)
2.1
AFN DB xE U CTHBUE DR D & 5 BF A L G LIz 5a, WBUE 4 K Z 9 r6e
MWRHDHZ b, —BRIRERELE LTERELLE, AAOREIZE L UXMZEEITV, K
FIDO RT3 U CRBUEOBEERED & 235581018, AFIZEG LN &,
22
FIET b—V A, BERBIESESUIATEMED X 5 2R EGR O RIE IS L TiE, #ikic
LB BADHIE & REAR A 2 Y OECH G L D @O R ENLETHY,
& O MR PRI E STV D,
F7o, BELREE BNICARIZ BT 255 THoTh, Z0OKL ) REBFITIIARAZ RS
LWz &,
2.3
FEPRIT BB OGFHEEL, BRI HITEL, 20 be—ARREI R )T ey
bivTn 572, FIEMYERIZIIA VR Y U EGIC K DIRRENEIG & 72D, £z, FINS
BERIMEOA ML RL, BIBBENLOT KLU U aEne, 7V a—47 2 KOs
WD MR S A, A AV il S D, S 51, HKRTED S ORI L 0 i
THEAFTEE) S ACTH (BB B AE L) OSWNAEL, BIERERVE S OWHHY
MT2%, ZNoOansy —Vid&EH, 7 BroOfETEZREL, SibEsEZ 35
FICVERT 2720, FTRSCEERIMED H HHERFRE L, A AV RS X 5 i
BFHAE L TWDHTe®), RAIZREG LN &,
F7o, BELREE BNICARZRET 256 THhoTh, Z0OKL ) REBFITIIARAZ RS
LWz &,

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

4. AERUVHAEICEAET IIELTOHEHRA
V.4, FEROHEICEET A 2EEE] 22352 L,
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VI Z24tE (R EoEES) ([ZBd 25AE

5. EEGERMEIE L EDEH

8. EELEARNER

8.1 AHNDAENC &7z - T, BT ARILHEER K OV DORPAEZ DWW T+ 5 2 &,
[9.1.1, 11.1.1 ]

8.2 AAIEEIZLY, MiEZ LT F=00 EFR XL eGFR DIK FRHLND ZENRHLHDOT, Bk
REZ EHIMICIRE T D 2 &, BHEREREEOH 2B TR L oI Big2 L, FRCEEOR
REPEEBH ICAK 2 59 DBRITIE, BHRERE OBYICEE T2 2 &, 2 BERp ObE =
Fa—tEE HE UCHER L TW A EBEICE WL, A eGFR A% 45mL/min/1.73m>
KA T L2 A3 G- o b2 Matd 2 2 &, [530 54, 5.6, 9.2.1, 922 ]

8. 32 BUpEIRIF O M= > b — L dEE B E LTS 28546, AFIEG I, b2 EHnic
B L. BAIORR MO, AHZ 3 0 AHEG L THRBAR 070358 IO TaRE~
DEFRLBRESTDHZ &,

8.4 JREQEG R ORI AL Z L, BB R, SR O OBSEMRIER (70 = 8YH) |
HUMSEFE DO EERERIYEICED Z WD D, oo BlEZ%1T O 7 SIRERIEG K OMERRIEGL D%
FEICIER L, BIE LSS @ RAE LT O L &bl BN TRESEZBET D 2
& o PRIBIEGY K OMERRRGL DIEIR S O DRHLIFEIT DWW TEREITRAT 5 2 &, [9.1.3, 11.14
2]

8.5 AANDOFIRIEMIZ LV ZIR - BIRDBHOND Z END D, Fio, RKEPNBDTHZERHD
DT, WERKDMEEATO LOMEL, BlIEE2 0175 2 &, BUK. MER T ORE G
D BT S E L, IRHHIRE ORI ZEZ1T 5 2 &, FRCRRERD 2 2 LTV EH
(i, EHREmEE R, FIRFOFHEEE) [T\ T, BUKBERPMES 7o F—
A, ERBIE E MUEE R, AZE 2 ST MR - FERIEEORBUCER T D 2 &, [9.1.2, 922,
9.8, 10.2, 11.1.2 Zf#]

8.6 AKIDOIERBETCoh DR 7V a—APREEERIC L 0, b=y e — A RRIFTH - T
AR TUE L, 7 b= ARB B0, 7 h TV F—VRZEL T ERH D,

8.6.1 FLWHED LA AEDRWGENH D720, LLTFORICHEETLHZ L,

(1) JED - WEAk, RARBOR, MR, R OE., MUk, MR, ERkbEEHEDIERITED &
NS EITIE, A SUTRP 7 b ARREZ STtz FEhiT 5 2 &, BERIRRO OIS
BTG AR L, EERLEATTS Z &,

(2) BT, A AV UWEEDIL T, A > A U HRIFIOJRESCH 1L, B2 I RHIR, A
BERRE, BYSE, BkEES BEIZIET b7 Y R=V 22 RBH LTV T, Blgi+5
(2179 2 &,

(3) BEIKIL, UTOREHEE T L,
< RT Y R 20K CGEG - Er, SABOR, I8, mEEZR Ave, MR, PEURIAEE,
R o
7 N7V R=Y ZOFERDTED DN A ITITE BICEREE 22275 2 &,

- MFEAEE TR L7 R T Y R—=V ANRRH LI H T &,

8.6.2 AAlZGTe SGLT2 HEA O# G- k%, MmAETHEH O PHRINL LV RIIRF 7L
a— AP L O BT Y = AN ERE L TEFI NS ST b 72, BB U TR
WEARES D70 B2 +012AT5 2 &,

[9.14, 11.1.3 &/R]
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2 (A EoFES) IR+ AIEH

8.7 HEIRINEE, MR, ZIREDWIIIRFADIERZ 2T 5 BFITHB WL, ZOIRKEEELETH L L
HITHAI TORREERET D2 &,

8.8 AAMHERGAC L ARERDVNHRESNTWD T, BEOEKRERDICIEETSH L,

8.9 (RIMEERZE Z 2 L3 H DD T, maEE. HEEOEESF IR L TV D EFITRET
HEXFEETHZ L, (1111 2]

(fiFas)
(BhaedLim)
8.1
(M BEE R RO D AR EEFIH L LT, AFZ2EE5T 556121, B UK
MAHEREIRCZ DIHLIFIEIZ DN TH3ii 35 £ H5%E Lz, RMEEDRER & LTixs s
DX, BT, ZEEE, BiE, FROSDAFEZRDOLN, ZOXIBIERND oG E
3, HEEEZGURMEERT 2L, WU AETT 9 Z L, (PMDA O FE3E 5 B > H
BRWEREERIxG~ =27 v (ERAGRERT) > M)
(http://www.info.pmda.go.jp/juutoku/juutoku_index.html) ZZ=925 = &)
EWNAOEERRERAE R D, AR = LT LT EIXIEA AU CHE & OOF ARFICARFIRET
RIMAEFROBBLEIG N EVMHA DA DN TND Z &b, FEFHE LTRELE,
8.2
E N DEFRIRFER O DR ERATRE R 6, AFHEEGZIC eGFR DK FRA LM TND DT, Bk
REAEMINTHAET 5 & & b, BHRERTEEICBITBRICHI > Ttz +o128
BT HNERHDL I ENOERFHE UTGRE L,
£ 72, eGFR 7% 45mL/min/1.73m? Kjifi (CKD A7 — G3b OV E N L 0 &) OBERERE D
&5 2 AUBE PRI BAE TIIARBIOEN R DN RHBZNNRH 5720, KRAIOE G ITHESE
ENRNZENLEEREFHE LTRE LI,
8.3
KA 2 BIBEIRBOMPE =2 > v —LEE B E L CHERT 256, FEE 2 SRR
BT D EkE BT 2 LIk, —EMIFEER LT b BB M LT 7%
ERTFONRNGEICE, KV#EY LB ONIRE~OEELEETHLHIEBEFHE L
TRRE LTz,
8.4
E N A ORERFRER TIIAF 5% EE R R B EBEO R EELNRE L T\ D, Fiz,
ENAAORERRBRIC I T, MR ER ORBEI G N 77 B AR & i L TARAI# G-
BCEWVHADRD HNTEY, B UVHEEOWRERAE -T2 enb b, 51,
EWNAMTIRZ ISV T, RFIE G5 ICIMEE R ORI O B BER (71 ==8H) o
FENWE STV D, BEZRRISAT O R WG EITITIRIBEGE, MEEEYYED D B b
BEJS, AMBRE I VAR OB S (7 = 8), BUIEZ D EE e RUSEICE 5 =
ERb D, BEOWRELZHSICBIET L L LB, BEITITIRBEEGE & OPERIR G ORE R
WZE DX FIEZOWTHHAT HMERNH DL Z E bRt L,
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VIl 224t (M EoyEES) (2B 5IHA

8.5
ENA DRI T, 2R - BIRBEFERORIEIGITT 7 2 AR & il U TARAI
H#HCRWVEAARD LN TSI E, £z, RRERDBEEFZOBHE AL 7 £ B
&l U TR 1% TR BEIFNTERD SR TWZRWA, 4FEillh, JRFHE3E FIRSRS), Ffis
OAIBERNZ L0 BAD Y 27 PR T 2 ATREMEN DV, WY@ 21T 5 WERHH Z &
MOEBREEE LCRELE,
8.6
AROERETIZLY, b= hr— AR iFTh-oTh, EER#HNTTEL S h— R
DB, 7 I TV R—=VRCEBELZENHDHZ EMLRELT,
8.6.1 :
TRT VRV RAERB LT WEFEORBICHEL, B84 +010175 &L bie, RENR
BN EITIT, Kﬁ@&ﬁ%¢¢bﬁﬂﬁ@%%ﬁ5%£ﬁ&é’kﬁ%ﬁﬁbto
Fo, BEET b7V R—=v ADIEREF L, JERDGRD b E I T00 N R
A%2T 2 X 08T 52 LT, bR ﬁ&v@%%ﬁo_kmiﬁﬁt AHEHLTWD,
8.6.2 :
SGLT2 PAFEIRDO LG H k%, M 0o TR END X0 EIRF 7LV a— 2O LD
I RNT Y R ARG LTEBIDN IS STl Y, £72, HERHEOEE T H 2 RIERIE N
BEIIRDGENRDHY, FEL BT OILERHLZ ENORE LT,
8.7
YRR R, #EJR, ZIRHDHVITIRADIERZ 292 BEFITB O T, RAIOZHEB 010 %
FCERWATREENRH D720, ZOIRMAEET DL L b, MAITOEREEZE ST &L
BAEEFHEE LUTRE L,
8.8
ARHNE G X DIRERD B SN TWDH 720, BEOKRERDICERT L IRE L,
8.9
ARFEGIC LY, KOFHERAREZ 282N nH 52 Lnn, BEEE, BEEOERSC
HHELTWDEEICHEGTABCITEEN VN E L EXEEFEE L TRE LR,

6. REDERZHIHBEICHTHEE
(1) &HHE - BEEFOHLEBE

I.BEDEREHITHEEICHTIHER
9.1 BHHE - MEEZEDHDBE
9.1.1 EIMHEER T HEZTNDOH LI UTIZHBIT 5 EEXI(TIKE
- T AR 2 U TR RE R 2
CORFEARERRE, AUARIREE. AHAIZ2 R R, R EREO N ITRIGIRE
- I L P E B
CBEOT IV a— LB
(8.1, 11.1.1 &fR]
9.1.2 fAKZRZ LOTVEE (NE3I> FO—LABHTRBEBDEE. BkbE. FIRFIGHE
BEE)
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2 (A EoFES) IR+ AIEH

[8.5. 10.2, 11.1.2 ]

9.1.3 REEREE, HBFFBEOHLHEE
JEREZBLSEDBENRH D, [84. 11.1.4 B ]

9.1.4 1 RERFRZEH I IEMELTEBEERVEHEBRKRES
BeHad T oL, KTV R—vRAERITEENRH L, [8.6. 11.1.3 BH]

(fifa5)
9.1.1
PEIRIG OFEEIRI I HILEOEEFH & U R 2 = Lo WEE M OMRIEA R E LT,
T ERIEN D BWSNDRERVE Y, BIEREMALVER, BIBENLRMI DT
Ex7 Uy (BE), WEarTFaA N (RE) TibEE BRI EERER S0, Zh
O OGWARITRMBELEZ T2 d 5,
cBEENDRNW L, BEREOENEITRNEZEZ LT RE2BERH D,
WLV EEE - FEHENZ, B DOWVITZEMERICH L WIEE 21T 5 LRI A E Z Tk
ENDDH D,
« Toba— VIR C OB A & Wl 5 720, BERK I EEL THIBO 7 ) a—7
HREPBD LTV DRSS ClY, AFLZEIE T REICHET 2 L RMESEZ v
T R2BENRH D, £, BAELRIE CIHKRMEES R INLT < R D720, EESYL
L b,
9.1.2
SGLT2 PHFAIZ G ICEEZBKBRO LN TEY, BAKEZEI LT WRFE2ROBEE~
DOEHIXEEIATOLERNH D Z EDLRE LT,
9.1.3
KEND 7V 23— ZPAREERIC KV, RS D VIR YA 2 LoV RiE & 72
L7, REBEYG S 5 VISR Z A L TV D EF BT, EREZE(LEE 8%
h#%é_&#g,ﬁﬁiﬁﬁTé:&%ﬁﬁbto
9.1.4
RAND PRI 7V 3 — ZAPERHEE I L 0, 1 BB IRIS B CIIARIBR AN T L, 7 b —
VANRBLDIN, 7 RNT VRV RZELZ RS D, D, | AR A AT
DARERE L OEREBIERES T WL, BGEBITO2VLERH D, £72, | BPEREEZ A
OF - 2B MO AR REE L OB BN EE NAR OB GR L7 D Z LA BEL TV RN
EMBRRE LT,
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VI Z24tE (R EoEES) ([ZBd 25AE

(2) BHmeESEEE

9.2 BHEEEERS

<2 ZUHERRIR>

9.2.1 BEBHEREREEREBNTORABTILES
k= hr— A dEE B E LCTRE LW & ARFI O MR FERASBIRFTE 20,
[5.3. 82, 16.6.1 &]

9.2.2 REEBHEETES
MpE= b o—LthEE B L LR EICHOW T, TO0EMEZEEICHET5 2 &, K
F O MpERE FERBHcE b nalfEEn » 5, [54, 82, 85, 16.6.1, 17.1.4 1]

BHELFE>

9.2.3 BEEHEREEES
eGFR 7% 20mL/min/1.73m? A D EFH TiX, HKEG DL EEITHWTT5 2 &, AR LH
\ZeGFRME T2 Z L2030 0 | BHREREE D B LT 5 B35 5. eGFR A3 20mL/min/1.73m?
Hili D B LB & BT 2 BHRER R 2 0t & USRI 380 L Cu7euy,

<Ig1 B s>

9.2. 4 mEBKEREEES
eGFR 7% 20mL/min/1.73m? A D BH T, &G OLENEZHEITHWTT25 Z &, eGFR 23
20mL/min/1.73m? Al D E TIX, AAIOBLREERN RN+ ITH SN2V ATREMED & 5,
Fio, AP GHIC 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 CTuvievy, [5.6 28]

(a5

<2 W R Jpi>

AAN 2 BUREIR P B & kP4 & U7 S B RERRER 12 (1245.53 3BR) 128\ T, Al 25mg Hifn]
Be5-TIE, IEHWBHERRAE LR, PR L OEE R E R VTRV T H RN
RIEIIRRD BN o Tz, £To, T2 /37 Y 71 Py 25mg HR[HG R B R R E CIIIE
BXSRERE & BT AUCool3 <, EHEREREE O EAERE DS E VT S HIhN U7, BREmE = 1T
PRIV TAV D Con \ZFBEE G2 7000572, LLIRING, [ENSD 2 BUFEIRIFEE % X5
& LB OFEMTIC 61T 2 AR EEB R RE IR T B I, RIS PIE S 5 ) OV i D %6
BUEIAEN T 7 AR L i U TR <, eGFR 23 30 LA | 45 Kiii  (mL/min/1.73m?) OHEFNIZIW
T, BEPIRICESToAEFS, REEGPEESR, @B fg Kk OV EE ORBLNI A
RIBECT 7 AR & IR L T WVBMAED 5T\ 5, EWNERRBRIZBN T, F5E LD
e BE B REIR T AR ORI T A e <, AEEELL L OB BERERE 2 A3 5 2 AR IRIR A T
IARAN O MBERE FER N2 DRV AR B D, ARFIOE G- OHIEE 5D TEEICE
B3 08 Rne5 Z EnbRE L, (IVIL 10. (1) BHEREFEEE] OHESH)
<@ s>

eGFR 7% 20mL/min/1.73m? Aii; D EHERENEE D & 2 BF (TR 2 R ER 350 TR S 41T
5L, BHREREFIIARAOIEMY X7 Th HIRKERADr 8TV R—=v 2D Y 27 K+
L5, AEIOFEEHIZ eGFR DK TARD HILD Z L5005, RENIOEG A6 % {5
HIHWT O MENDH Y, FEEEEOTOHE LT,
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VI

%

et M EOEERS) ([CHET5EE

©))

(4)

®)

<JE M >

eGFR 7% 20mL/min/1.73m? Aii; D B HEREREE D & 5 A Z LA ATt 5 & U 7 B R EER 1 3 5 fi
LTWRWZ EDNBERE LTz, 728, 1245137 kR Cl, A7 U —=2 7 KD eGFR )}
20mL/min/1.73m? L LD BEE ZxtR E LTEY, ~N—AF A > T eGFR A 20mL/min/1.73m> A
WDBFN 253 FlEENT=, £z, WBBERGPICKHIBARRIIBAT LIS a0@ s %
IR o 2B T U AR OBk AT & LTz, N— R T A D eGER B 7 /v — 7T
{23\ T, eGFR 2% 20mL/min/1.73m? A O BF L TOH ZPEIL eGFR 728 20 PA 1= 30 Al
(mL/min/1.73m?) OEFEM & RO Z R L7z, L L, eGFR 2% 20mL/min/1.73m? i
DEREZITVETH Y, BITFOBRZFITRBRA~OMAANFGINE LTEY, FHICAF O
BB Lo T — 213780, £, BREESIIAROBEM Y 27 Th 5 IRIRERD 07
T R= 2DV ATRF L7205 2 L, KRIOREHIZ eGFR DK FR@EO D Z &
NG, REIOEG AR AEEICH T2 0ER S, EERED T ORE LT,

AFHRElEE BE

9.3 FFikeElEE RS
9.3.1 SEMHEREEESE
AR OV et 2 FRAE & LTRGBS L Ty, [16.6.2 2

(FEa)
WA DIEEIIERSR 19 (1245.13 38R (951 \C, A SOme HUEIE 5 R HERERE E RE 1
TF 5 P HHERE & H T AUC) o Je U8 Coae & b 80 <, IFFHEREIERE O TEAEIEAS 55\ VI S L 72,
[EI PN ERRABR IZ W T EE D RTHRRERE E D &> 5 A ~DOEHRER D e <, LeMD S LT
WRW, BELT, (TVIL 10, (2) AFHEREREE A OHSM)
) AR ORI - AREFRO LB Th 5,
<2 HUHE PR Ii>
W, AT 7Y 7R 00 s LT 10mg & 1 A L ESHEATUR A% RN B 5T 5, 725,
WRRFDGEAITIE, RBE B LN 25mg 1 B 1 EICHET 52 LN TE D,
BVEL A, B >
WE, RAE= X7 ) 7a Y LT 10mg # 1 A 1 BEERIEOIHE%ICRNEET 5,

HERRERY OF

BREESH TV

a3 T

9.5 1Ti%
R SUFHEYR L T2 TREME D & L PRI IE, ARl 2 584, 2 RIBERPEE TldA A
U BAIEZ RS2, AROEYER (7 v b)) T, b FOEIRTIHEORBICH
1o NFHE~DOIETRIC LD | BERLEOIRME OJLERHRES N TWD, o, BiER
(7 v b)) THRE~OBAT R HE ST D,
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VI Z4tE (A EodE%) (B4 55EH

(fi#3t)

BN DI 8 D\ NIPEIR OB GITRFT S T 7o, MR L QRN 2 Ebr#i L
Too 723, 1221 BD5 90 HEOYHEEW) (T > B IZBWT, =7 ) 7u Y2 ERE L
7o b &, BRMORME OJHENHRE SN TWD, £z, HRT v MIUC-mR7 ) 7a v %%
ALz & &, RRIEITIROVBEREREDGRD D, MeigiaEs & R EA~OBATRHEE ST 5,
PRI SUTIEIRE L TV D FTREME O & D NIT1E, AR Z 583, 2 BRI EE TidA v AU &~
ANELEHT D L,

(6) #R3LIWT

9.6 RELIF
A LARWZ ERLEE LY, 8WFER (7> b)) T, AP ~OBITRHRES A TS 2,

(fiFa)

AEN s~ 5 Lo flide <, ZeEIIML L T RNWZ bt L, vk, #ALT v
MZMBC-m o7 ) 7a o aRAfh Lc & &, b/ U sei B I8 G- 1 FEf# % ©
0.63, %45 8HFHZT5.00 THY, HAITF~OBITHRRDOLNTND

AT O NS T 5 2 L3S, S E R TERES T 255 TLL&V:&#WiLw “““

(M MR

9.7 IMNRZE
INRAE 2t G b LT BIWE R OV BV 2 FERE & U 7= AR R BR I T B0 L Ty,
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YT F K OV A BUE SRS G 19 0.7
IBEIES 16 0.6
SMEEE S Y HE 14 0.5
HHEE {0 T DR 8 0.3
SR R R 3 0.1
FHE R 2 <0.1
PRIE SR 2 <0.1
B S B2 R % 1 <0.1
Mg P A IE 1 <0.1
R~/ 1 <0.1
PR R 1 <0.1
kU =S RE 1 <0.1
S EBIE 7% 1 <0.1

B, B JOFEMAR O | BN

Y (Bl LORY) —7 1 <0.1

EEie)

MigFs LY v GRkEE (LR R A 2 <0.1
21 1 <0.1
I P BRIEINGE 1 <0.1

Rt L O REE A B AE 86 3.3
ik 14 0.5
e R IE 7 0.3
Mg B IE 2 <0.1
AR EGR 1 <0.1
BEPRIA & DHIE 1 <0.1
e IR S 1 <0.1
BROTIE 1 <0.1
k= A 1 <0.1

R RIRSE 1 <0.1
FRARIE 1 <0.1
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BRI OFiiE GRERIRH) AIVEM4 EAGE) R | BEE (%)
e T P FEMED 0 6 0.2
P 4 0.2
IROLPED F 3 0.1
TR S 3 0.1
IS 1 <0.1
Jibd L& FEAE 1 <0.1
FOHE 1 <0.1
SEYR 1 <0.1
5 3 R b 1 <0.1
R AR A 1 <0.1
REAR 1 <0.1
EkiE 1 <0.1
PRI 1 <0.1
KT =2 — e " F— 1 <0.1
BRI 1 <0.1
TR 1 <0.1
IR b Elel 1 <0.1
B PRI A REE 1 <0.1
R g% 1 <0.1
PEDBEI A 1 <0.1
BB L ORkhEE S PR 1 <0.1
ZE%E 1 <0.1
HG 1 <0.1
FANCPEERME D F 1 <0.1
Ll SO E 1 <0.1
s 1k 1 <0.1
BER 1 <0.1
1A K ifn 7 0.3
L ST AR i 2 <0.1
e L 1 <0.1
RAHBIAREA ZE M A 1 <0.1
NEIR 2R, MoERds K OWERR R | IZmik 1 <0.1
1% R 1 <0.1
Mt NS 1 <0.1
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B b f5E e 27 1.0
JE BB A PRI 4 0.2
JE B i 4 0.2
T 4 0.2
KGR Y —7 2 <0.1
&R 1 <0.1
L HE e 1 <0.1
18 E %k 1 <0.1
TEE R NG2% 1 <0.1
H N R 1 <0.1
ZE (il 1 <0.1
Rz 1 <0.1
A L) 1 <0.1
D% 1 <0.1
0% 1 <0.1
Mgk - 1 <0.1
JITF B % f NTRERE S 2 <0.1
MRS 1 <0.1
R 3 KO TR RRRRE it i 3 0.1
W2 3 0.1
AP 2 <0.1
PG HL 2 <0.1
Z 9 PFENE 2 <0.1
2 2 <0.1
A 1 <0.1
A S 1 <0.1
ZITE 1 <0.1
itz 1 <0.1
Hikes 1 <0.1
A R KOS GHRREE | AR 7 1 <0.1
5 PR 1 <0.1
MBI Jim AR 1 <0.1
BHERE 1 <0.1
DY Ji e 1 <0.1
BT HEE 1 <0.1
TG RAE 1 <0.1
FHET NV IE 1 <0.1
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B L ORI E BEIR 87 33
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AEVS 14 0.5
R REfE 5 0.2
18 B i 2 <0.1
PR H 2 <0.1
BHIE 2 <0.1
FH i PR 2% 1 <0.1
HEPR 1A 1 <0.1
IKBE 1 <0.1
BRI Bt 1 <0.1
SR EG)E 1 <0.1
B AE 1 <0.1
5 1 <0.1
R bR 1 <0.1
PR RS ANE 1 <0.1
RISV T IV 1 <0.1
PRI 1 <0.1
PREA 1 <0.1
AT R B L OB R E EEZ O FESE 7 0.3
BIATIRR 5 0.2
SREIEZ O FEE 2 <0.1
S B AR 1 <0.1
— % - RHFEEL LOEEGE | 0B 36 1.4
VAN Ze 10 0.4
1 ) 9 2 <0.1
Rk 2 <0.1
IR 1 <0.1
R IE 1 <0.1
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B A IRERD 16 0.6
PR EEHEIN 7 0.3
M s RN 6 0.2
SR T R BEGE 2 <0.1
~~ 7 Uy MEMN 2 <0.1
PR N ARBE 2 <0.1
TI=v T ) NI UAT =
5 e 1 0t
RET VT S 1 <0.1
727 —E N 1 <0.1
TANRTX BT I ) hT v
AT =T —BHN : 01
M7 L7 FoRARFT—
PR 1 <0.1
M7 v F =80 1 <0.1
Ifi. 4 ARG 1 <0.1
M Y o LM 1 <0.1
i EAR T 1 <0.1
DFEM QT EER 1 <0.1
DFEM ST #850 TRE 1 <0.1
SRERPRIEIE =) 1 <0.1
7Y a~E s e BN 1 <0.1
A BRSO 1 <0.1
fEE T i e 1 <0.1
JREPTNT I /7T F=
> RN : 01
AL ER B 1 <0.1

BE, PERL L OWLEADHE | 58 1 <0.1
SHERE 1 <0.1
B 1 <0.1

[EIp I IR 2 7 e 9 3Bk (1245.20, 1245.31, 1245.38 (10mg, 25mg £ 55D 7, 1245.52, 1245.106, 1245.107,
1245.110, 1245.121, 1245.137) ®AANEFOF—%
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RIVEH OfitE GRERIRSH) RITEA (CEARE) RES | BE (%) X
JERYLIE 35 L OV A HUE SRS REG 23 1.0
SMEERIE A 2 A E 15 0.6
IBEIES 13 0.6
ﬁfﬁr%i 12 0.5
AP AR 3 0.1
%@%Ei@% 2 <0.1
MFs LY v SRkEE A 3 0.1
MR R A 2 <0.1
R L OB A B AE 84 3.6
e i LY 7 0.3
e M E 5 0.2
NEE R HIE 4 0.2
ik 3 0.1
PR R PR FEEO E 7 0.3
PR 4 0.2
AL F 3 0.1
BV 2 <0.1
Lol e B IRAEA LA 2 <0.1
hiE 2 <0.1
1 P K ifn 4 0.2
A IkEE f5 e 22 0.9
T 6 0.3
JE B i 4 0.2
JE A PR 2 <0.1
Pz 2 <0.1
B 2 <0.1
KIGARY —7 2 <0.1
JEARE R = B UL E S IngE 2 <0.1
B ¥ O TRk PR Z D FHE 3 0.1
it i 3 0.1
J9% 2 0.1
B HLA 2 0.1
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B L ORI E BEPR 86 3.7
AREEVS 14 0.6
EZIS 13 0.6
IR 7 0.3
HEPR A 4 0.2
PR RE PR 4 0.2
PR 3 0.1
AT R B L OFLEREE BIHT R 8 0.3
T O FEE 8 0.3
ST O FEE 2 0.1
— ik - RHEEL LOEREE | 07E 35 1.5
IWADYINI= 22/ 10 0.4
HIE 4 0.2
W57 4 0.2
BRI I A IRERD 16 0.7
B—NT7EFNLD I ah 6 0.3
=X —PHIN
M s RN 6 0.3
PR EEE N 5 0.2
7Y a~Esa e EN 4 0.2
PRIGAT FLH 3 0.1
M7 L7 F R AR — 2 0.1
BN
KoV TF=r e VT T 2 0.1
A
~~v b7 Uy M 2 0.1
PR N AR 2 0.1

ERS L FRRER 2 & T 6 3R (1245.20, 1245.31, 1245.38 (10mg, 25mg 551D ), 1245.52, 1245.106, 1245.107)
DEFERADT —#
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4) 2 BUBEIRIG B 2 k5 & Uz EE SRR Z 5T 6 30 (1245.20, 1245.31, 124538 (10mg, 25mg #%
Gl DH) , 1245.52, 1245.106, 1245.107) O HARANEMIZB T 2067 —% (BB gRE O A& GEEE)

RIVEHIZE BRI
LARVERHmx G | 1958 il
RIE I B 5 336 14l
RIVERBES (%) | 172%

BIVEH O TR SIS

RIVEH ORE EGERIRSH) RITEA (EARE) RES | BEE (%) X
JERYLIE 35 L OV A HUE SRS REG 14 0.7
S Y A 14 0.7

IBEIES 12 0.6
HHEE {0 T DR 8 0.4
A B PE S B2 EB I 2% 1 <0.1
FHE R 1 <0.1
P~ /LR R 1 <0.1
Sk B R 1 <0.1
kU aEF RE 1 <0.1
SR E R 1 <0.1

B, B LU O | B

AW (FlB ZORY —7 1 <0.1

Ei)

MiKE LY v CRpEE IR 2 0.1
. 1 <0.1

R L Ok B b 80 4.1
eI HILYE 7 0.4
ik 3 0.2
BAKHE 1 <0.1
BRI & OHE 1 <0.1
e MUHEE 1 <0.1

ForRpE FREESE 1 <0.1

e o P FEEO 0 5 0.3
PRI 4 0.2
AL F 3 0.2
PR R 1 <0.1
BV 1 <0.1
5 3 R b 1 <0.1
HakiE 1 <0.1
PRI 1 <0.1
A F TR 1 <0.1
TR R 1 <0.1
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BIEH OffE FRE IR BITER4 (EAREE) R | HE (%) M
AR PR Eleli 1 <0.1
B PRI M 1 <0.1
iRl 1 <0.1
PSR RRE i 1 <0.1
Hi LUK EE JE A PEFETE 1 <0.1
ZE5E HENE 1 <0.1
Hig 1 <0.1
TN e R 2 1 <0.1
T 1R 1 <0.1
JiiEg e {EquINER 4 0.2
e I 1 <0.1
KA B AR EAZE MR 1 <0.1
Wb {5 21 1.1
NI 3 0.2
T 3 0.2
PEEBAS PRk 2 0.1
KIGRY —7 2 0.1
R 1 <0.1
T TE R R 1 <0.1
PAYER Y 1 <0.1
PR 1 <0.1
AL 1 <0.1
ER 1 <0.1
N2 1 <0.1
Mgk i 1 <0.1
JHFREE R B ST 1 <0.1
IR RE S 1 <0.1
FERE $6 KOV TRk b i EAE 3 0.2
PEfbE B R J% 1 <0.1
B LA 1 <0.1
g2 1 <0.1
ZIHE 1 <0.1
T2 1 <0.1
B2 1 <0.1
B RS Rt KOG SRR S | AP 7 1 <0.1
IEE] 1 <0.1
A A TR i e 1 <0.1
HAHLFRAE 1 <0.1
Y53 1 <0.1
BN HESE 1 <0.1
T RAE 1 <0.1
FHET D JE 1 <0.1
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VI Z24tE (R EoEES) ([ZBd 25AE

BIEH OffE FRE IR BITER4 (EAREE) R | HE (%) M
I K ORI IR E SRR 79 4.0
& FBEIR 13 0.7
%R 11 0.6
PR PR 1 <0.1
TKEIE 1 <0.1
JREYLE 1 <0.1
R A 1 <0.1
EER 1 <0.1
PR G AE 1 <0.1
SV I 1 <0.1
JREE 1 <0.1
AT B L IR E B2 O FEIE 6 0.3
BT R 5 0.3
SRR Z 5 FEE 2 0.1
SRR A PRI 1 <0.1
— % - AHEFEL IORGE | 0B 31 1.6
(WARRING= Zelg 10 0.5
e 2 0.1
Rk 1 <0.1
B R A AT IRE R 15 0.8
1A kAR N 6 0.3
SR N 5 0.3
~~v ~7 U MEN 2 0.1
PRF S B ARE 2 0.1
JRPTIVT I B 1 <0.1
M7 V7 F R ARTF—
P 1 <0.1
o ARG 1 <0.1
mH 7 Vo N0 1 <0.1
MJEER T 1 <0.1
LEX QT MER 1 <0.1
LR ST #55 TR 1 <0.1
7 a~E s 1 <0.1
{5 % 1 B 1 <0.1
i ER AR 1 <0.1
BE, hER L OREAIHE | s 1 <0.1
GHEBHELG 1 <0.1

ERS L FRER 2 & T 6 3R (1245.20, 1245.31, 1245.38 (10mg, 25mg 551D ), 1245.52, 1245.106, 1245.107)
DHANEH DT — 5

ICH [EIBR[E S35 0 AFER (MedDRA/)) O B E B4y 8 Jy O AGE TR

X1 DEUAUFE 2 a2 WA L TR
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5) @R OAEBE LXISRE U ERILERER 2

(&P igs oD 7K R R )

R (1245110,

1245.121) OEMEEMIZBT 5067 —

RIRREEENT
PR G BIE | 4873 Bl
RIRREEETR TR 777 51
AEAZEEIES (%) [ 15.9%

EARRIEM OIS SSEE (2 12 1)

RIVEA O GRERIRSE) RITEMN4 GEAGE B | BE (%) X
JERYLIE 35 L OV A HUE PR S R G 121 2.5
JEIE % 22 0.5
S B P Y 9 0.2
SMEERIE A 2 A E 8 0.2
EE MR 6 0.1
LB AR 6 0.1
DR MRS 6 0.1
PR 5 0.1
PRIE S 5 0.1
PERR T v ¥ A E 4 <0.1
A R R 4 <0.1
12D A RIAR 3 <0.1
Jifig& 3 <0.1
RS 3 <0.1
SR 2% 3 <0.1
7 V= —8H 2 <0.1
SRR 2 <0.1
AWETs 2 2 fiE 2 <0.1
MEFs L OV v SRREE I PR ERIE INE 3 <0.1
(M PSRN i A i B E 48 1.0
Jii K 21 0.4
Y U A ILE 17 0.3
e R 2 UE 12 0.2
RE@ET >~ F—v X 10 0.2
I 4 <0.1
(Mg B IE 4 <0.1
AR 3 <0.1
&4V U A jE 3 <0.1
&7~ U U AlSE 3 <0.1
& U IfE 2 <0.1
1137 4 2 <0.1
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VI Z24etE (EH EodkE%) (BT 5IEAE
BIEH OffE FRE IR BITER4 (EAREE) R | HE (%) M
R PR AHRE 2 <0.1
PR SRR FEIED 25 0.5
BISbL 10 0.2
KAp 4 <0.1
Jibd . FE A 2 <0.1
U Y 2 <0.1
SRR SRR 2 <0.1
A BRI T 2 <0.1
BERCR. 2 <0.1
PRk 2 <0.1
MR P H 3 <0.1
HB L OBk IEE [ElEME D F 0 6 <0.1
Lo DARA 24 0.5
EE 6 0.1
O AN E) 5 0.1
D EPEAANR 3 <0.1
el ME 2 <0.1
SEREERT v 2 <0.1
5 o MR LARE 2 <0.1
N EES 2 <0.1
O EE MM HE 2 <0.1
JiiEg e {EquINER 91 1.9
B ST PR AR I 9 0.2
e I 2 <0.1
RENL g, BERds K OVERRIR S | Ik IR 2 6 0.1
I K 3 <0.1
B L 21 0.4
T 16 0.3
5K 13 0.3
HIER B 6 0.1
M i 6 0.1
i3k 5 0.1
F RS 5 0.1
g 4 <0.1
Rl AT 3 <0.1
PEEB A PRk 2 <0.1
ERst ) 2 <0.1
JHRHE % b A D oW 3 <0.1
JIEA i 2 <0.1
TR RE 2L 2 <0.1
JITPE 2 <0.1
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BRI ofila GRERIR) BIVEHIA GEAGE) RS | BE (%)
B ¥ KO TRk PR Z D FHE 21 0.4
7 LV X —PERE R 5 0.1
B 5 0.1
HLBE 4 <0.1
ZIHE 4 <0.1
5 3 <0.1
PLIER 2 <0.1
FLBEIE BB 2 <0.1
BER LR 5 2 <0.1
Z O VLR 2 <0.1
B #E R 3 KOSk E | BIgiE 3 <0.1
7 A 3 <0.1
i St 2 <0.1
VU JEe T 2 <0.1
B L OREKIEE Rk REkE 66 1.4
BARA 23 0.5
SRR EE 20 0.4
8 R g 15 0.3
EZR 13 0.3
PR IR 12 0.2
BR 12 0.2
PRI 6 0.1
B PR 4 <0.1
B DR P 1 P 3 <0.1
FEE 3 <0.1
BRIV 2 <0.1
AGER B L O EREE BT 5 0.1
a5 FEE 4 0.1
AST 28 3 0.1
P2 O FEIE 3 0.1
—% - R REES L OWEE | )5 9 0.2
(ARRINIIE 57 8 0.2
A8 5 0.1
KA M 4 <0.1
iR AR e 3 <0.1
Bk 3 <0.1
LA SE 2 <0.1
T 1 <0.1
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BIWER OFE G8ERIKS¥E) BIEF4 (JEAGRE) B | MEE (%)
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S —B AN
R TNT I I LT F=
6 0.1
R EEN
g7 L7 F= 80 5 0.1
1fn A PR EEEE AN 5 0.1
I A EE R A IR 3 <0.1
M5 U o A8 3 <0.1
R R o bR 3 <0.1
PR BN 3 <0.1
TI= T ) NTUAT
_ 2 <0.1
S —B AN
ifn H R SEHE AN 2 <0.1
i R L OLESOHE | isE 3 <0.1
2 JEZUE 2 <0.1

ERS AL FRER 2 3B (1245.110, 1245.121) OAKERMOT —#
ICH EBREFHZE H AZERR (MedDRA/)) DRE BIR /AR OLAGE CHEE
1 DBULTE 2 2 U T L CE
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RIVEH R EERIRSH) RITEMN4 EAGE B | BE (%) X
JERYLIE 35 L OV A HUE PR S R G 3 0.8
JEIE % 2 0.6
AR EER 2 0.6
O 1 0.3
PEgR 1 A hE 1 0.3
JZSEEN 1 0.3
MEFs L OV v SRREE I PR ERIE INE 1 0.3
R L Ok EE it Ak 10 2.8
A 1 pE 3 0.8
MR B IE 2 0.6
AAOTHE 1 0.3
ek S P TRAE S 2 0.6
Jibi s 3E 1 0.3
Jibd & FEAE 1 0.3
FHE 1 0.3
FEED F 1 0.3
O HENR 1 0.3
1 R K ifn 3 0.8
NEIR 2. MIERIs K OWEhmmR S | P PR 1 0.3
H ke E Y 6 1.7
HEEBAS PRI 1 0.3
FREEE 1 0.3
181 H % 1 0.3
T 1 0.3
Pz 1 0.3
JHFPELE R P NTRERE S 1 0.3
R 3 O TRk RE it 1 0.3
AP 1 0.3
Bz 1 0.3
W2 1 0.3
O FEIE 1 0.3
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BRI ofila GRERIR) BIVEHIA GEAGE) RS | BE (%)

B L ORI E BEPR 8 22
e 5 1.4
8 P g 2 0.6
FEIE 2 0.6
HH i PE R 2% 1 0.3
ERRVEREIE 1 0.3
R bR 1 0.3
PRI 1 0.3

AR R L OFLE R E T O PR 1 0.3

— ik - RHEFES LOEGE | BRI | 03

NEDIRTE '

PR PR EH N 2 0.6
PR 7 R o RES 2 0.6
727 —EHN 1 0.3
7 L7 I =8N 1 0.3
BRI R 1 0.3
I ER B 1 0.3
JRETNT I 7 VTF= 1 0.3
> HREE N

ElpsILmatER 2 35k (1245.110, 1245.121) O AARANEFDF—#
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JRYWIER X OV A e PRI 5 0.2
B AR 2 <0.1
(B3 2 <0.1
S VSR 2 <0.1
=32 1 <0.1
TG 1 <0.1
Pegst ¥ A hE 1 <0.1
B AR Y 1 <0.1
PRJR) P R 1 <0.1
oY A/ 1 <0.1
DR B 1 <0.1
S P 2% 1 <0.1
Rt KOS fE i bEE 11 0.3
i K 8 0.2
i JL 5 0.2
MR S E 1 <0.1
TR R P A i B Y 2 1 <0.1
Jo LA g A 1 <0.1
KRR = 2 — T — 1 <0.1
PR E 1 <0.1
i PR 1M 5% 2 <0.1
A IBkEE fsE e 2 <0.1
BR 1 <0.1
H R R 1 <0.1
G 1 <0.1
JTRELE % T %% 1 <0.1
R 5 S WHEIT & 1 <0.1
TR 1 <0.1
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ISR IR 1 <0.1
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PR EE 1 <0.1
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BRI AR A s vy F= 8 2 <0.1

[E B A E LN 1 <0.1

KERD 1 <0.1
iE, PER LN ESIHE | EhEEr 1 <0.1

EIRRHEFERBR (1245.137) ORFEMOT —4% (ARAEFICOWTE, HARNBMBIEGEE TOLEME
Ty ANELVEREDZOL T, KRR TRIA LT X TOREFRLNE LD, BE
NEFLIANT, FaTCHE LI ERAE RS (RREORG P ILICE - AEFS, B, EERLE,
SR, JEFEMEOBIK, FHOERTREFEER (HEE, 7 N7 v F—v X, TGN, SIEncBEET 5
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IeERRERYY, MREID, SEBEMEOBIK, EREMMEE, BT, RECREMEE, SUEEREE, oo
VA NVAREYE) ROEERAEERICRE L TNELT,)
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JERYIE 5 J OV A= HUE JBEIE S 2 0.7
PR RS 2 0.7
PE# R 1 0.3
SEEN 1 0.3
B L OskEREE R AEE 3 1.0
ik 1 0.3
i h— A 1 0.3
FEHRPE AIRE 1 0.3
R R P LA AR A 1 0.3
REAR 1 0.3
KRR =2 —a T — 1 0.3
i X OBk EE SANEPERIERME D F 1 0.3
1A P el NEAEAR I 2 0.7
PR ER . MEhds L OWERRIRS | ik 1 0.3
M Ny 1 0.3
B Ik JEER A PR 1 0.3
I B i 1 0.3
B 3 KO TRk & BEJE %% 1 0.3
A2 1 0.3
Rz 1 0.3
% O FEIE 1 0.3
2 1 0.3
B L ORKEIEE %R 4 1.4
PEIRFEH 2 0.7
RIS 1 0.3
—f% - RHEEL LOEEGE | 0% 5 1.7
WADYIN= IR 1 0.3
R IE 1 0.3
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VI Z4tE (A EodE%) (B4 55EH

BIWER OFEE (GRE B ¥E) BIVER4 (FEAGE RS | HEE (%) K
fif PR AR AT TI= T ) NI ARAT =

. 1 0.3

Z —-B RN

TANRGRUET I ) TR

. 1 0.3

7 > 7 —EEh

LNGERT 1 0.3
BHE, B I OEASINE | AN 1 0.3

ER L ARRGAER (1245.137) OHAANEFADOT —% (BFEFTIIFENICHE LIIEEEFEER, Fillc
BE LR EOREFRROEERAFFRICRE L CE LR, BRNERIZOWTIE, AARANENE
ER s CORENET e 7 7 AN E L VR DL T 5701, KRBRTRERALLETRTOFESE
GEIE L)

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

X1 DEUUTREH 2 M &2 U A L TR

9. BRERERRICREIZE

12. BERBERRICRIZTEE
AAN VBT L0 | AFIIR P RBES P, Mg 1,5-AG (1,5-7 > & Fr 7Ly b—)
A2 7=, JREE L OIS 1,5-AG ORERIRIL, 2 be—1 0SB L3k bR0no
THEETHZ &,

(fiFas)

PRE B ONALE 1,5-AG (1,5-7 > & Ra 7 vy h—u) I3HEIRBICRIT 2k 2R 2 — 2D
%@ﬁ&bfﬁw%nfwéﬁ,$ﬂ@¢%%$ﬁi@,$ﬁ%m$ X, REEOERRRA LR
PEL 720, M LS-AGIHREZ R~ & B2 6id, ARG, RIERMEK OMLIE 1,5-AG
ORERERIZT TIIME= > b — A2l 5 Z LA TE RV, &E LT,

10. BEXRE

BESH TR

. BALOEE

14, BRLDOIFE

141 EFIZFEFOEER
PTP WEEDEAKNL PTP v — MOV L CRAT 2 L 5 E+ 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 OREEKKRIZHOWT ) (A% 8 43 H 27 BT HIGEFEE 240 5, MO 844 H 18
AP B3EREE 304 5) OHF LELEHEIEICLY, PTP AEOIEANCE T 5 — kAR EHE
ELTHRE L,
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VI Zeate (BEH EoVEES) IS 55

12. ZDDEE
(1) EREREAICEDCIER

BRE STV

(2) FEBRIRABRICE D < 1F#R

15. ZOt0FE

15.2 JEERPRERERICE D 1R

15.2.1 MR~ 7 R & iz 2 FERIAE 523 AVJEPERER (100, 300 & O 1000mg/kg/H) 1280
T, 1000mg/kg/ H DIETHEEL; DI ML OHMNDFRD Tz,

15.2.2 MEREZ » N &2z 2 FERIER 503 AVJFPERER (100, 300 & O 700mg/kg/ H) (230>
T, 300mg/kg/ H LA EORECREBLZAAANE, 700mg/kg/ H OHETRBRIE U o Ei o i
HEEOD 38 AL BE B DHEANSGR D BTz,

15.2.3 <7 ZIZAK] 1000mg/kg/ H () KOVT » MIARK] 300mg/kg/B (1) % KER D BS-
L7c & EDEFEE (AUCom) 1E. SKRERHESEHE (1 B 18] 25mg) OENZIUK 33
BELROM19ETH T,

(fiFah)

MR~ o A K OMERET ~ b 2 WS AFEPERERICI W T, B~ v A CRIES O RS OB
n, #EZ > b ORE B M NE & ORGRIIE U > NEZ A I O3 AR B EE DO IEIN A 2 i To 72,
BE LT,

M~ 2 TlE, HARAN 25mg/ B2 2 ERIRIEFE RO 46 {5I2F02 9% 1000mg/kg/ H £ T hH- L
T, BDAFIETRD SN hoTz, v Az )T Y 7a Y% 1000mgkg/ H TR 5L
7ol 2 A, BIEEORAEMENIM L2, 300mg/kg/H TIERD LN oTz, O~ A
OB PG AR P I B U CREMI SRR L7 R, BB 3~ v A IR SR e R 23 B 55
DB O RFGEH Ze RAE DM, SR OHAILHET 2O THY, b h~DSMFMEIE
RNEBZ BT,

MEZ > bTIE, HAN 25mg/HIZI5 1T 2 EEIRIREE B 53 f512/H4 7% 700mg/kg/H £ T E- LT
b, DAFEMEITRD BN hoTz, T v Mo /R7 ) 7a Y% 700mg/kg/ H £ THR G- L7-
& A, 300mg/kg/ H UL ETREBEORIAINEAE, 700mg/kg/ B CREFIE Y >/ Ei o (i 5 1 0> 58 A 4
HIMRFRD HIVTZD, AR T v b OERMESCRA A FREREOR RN G, WEEE b
IZt h~OAMFEIT N EB 2 BTz,
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IX. JERRARFABRICEE 5 HE

X. JERRERAERICE T H18H
1. EERER

(1) EMREHER

VI SO BIS 2 HE ) 2]

(2) REMEEHAR

1) FARBRRERIC K ITE T R8

Pr

TR T Y Ta Yo 500, 1000 & ON2000 mgkg & T v MIHEERROKLS L, SRR
THEREBRT Lz, T XTOMET, #51% 4 K E THRSEELR) K O F #5338
O LIRS T,

2) DMILAE RIS BT

DIMERICKTT DT a7 74 ) T % invitro & invivo TEBEL7Z.30 uyMETHOT LT 7
2%, hERG 7 U U NERRICH L TR E RIS R0o7c, 72, 10 uM £ TOT R
U7wuuig, BEy MOEALBG OEEEMERRE, §FILEEES, EEEMIRE, 4 —
N—=va— N, BRMH ERNVEE, 77 h—/E0r, FomRER &k OUUHE okt L TREE &
FEE o Te, TG invitro WERIZE Y, =27 ) Ta Uk, DEFSBEEIZEES R
FRE H%T D ARV Z L AVRIB ST,

A RIZ 10, 30 K T¥ 100 mgkg DT /87 ) 7a P ZHERAOFKE L, LiERISET51EH
ERRE Lo, BEHK 2~10 FEEIC 2 <BEO.OEIR T 23380 b7z hy, BIREICH T 258
BIIWTNOHETHRD N7, LDERICZ T Y 7a vy LR L2 b i RS
PrITREO bivie o i,

3) WA RIET R

7 MZ 500, 1000 & T* 2000 mgkg DT /7 ) 7a Yy ZREREOKG L, HRRICHT D
BT U, ML, 1 EHRRE K OV R ISR 2 B IGR O b o 7z,

4) B R ORI RIE TS

5)

B OV RE IR 2B AT T 5729, T v MZ3, 10 KD 30mgkg D=L /37 ) 7y
aRHERRAEE L7z, Nat (10 %0030 mgkg), ClI' (30 mg/kg) K7 /L= —2Z (3~30 mg/kg)
O PR P B AR 72BN ASTR S, JRIEFEEMN LH Lz (10 R 0130 mgke), F72, I
16 TR ER 23 BN L 7= (10 &Y 30 mg/kg) o

B R T

Z v 23, 10 KO 30mgkg D237 ) 7ua P2 HERROEE Lz s &, 30 mgkg THBE
HEEDTUER A LN, Fiz, WML T » M2 3, 10 KO 30mgkg D= X7 ) 7oy %
+ RN E L, BEBSWNIKT 2ERZ MG Lz, BBOWA~DOEEITA NIRRT,

— 145 —



IX. FERRIREAERIZB4 5 H

Q) Db FEHER

D) JEW T > Mo HIRES IR 2 1M
EIE B Z RS- RFHEE T v b2 AV T, KREROHERMERICHT 237 ) 7 e
Vo DORBEERE LT, 10mg/kg @ 28 A MEH 5% I B g U CH R IREHN
TSRO BN, BEEA~OFEIT ) o T2, BRI 2> & R BB IHNIE E IS8R
BINENIEANC X D & DT, KD EMVEREOHEDICL D DO TITRWI LAVRENT,

2) 1 BBEIRHET VT v b OMBEEI 3 51
A2 VT Y SR VIBEIRIFET AT y FERWT, A R Ui T D
AT XUIHEFHA T oo 7Y 7a s 285 LR M 70 o — AR FEHER 2 Fiat LTz,
TR Z Y 7Y T 10mgkg &2 1 H2[E28 HE&G- Lic, ARV UitiA 77 F 1
WOIATIA+T L NT Y 7 D U EHRETIE, A AU VIRHA 7T 2 b 2 EHEDIAREE LTI
FFREE I 7 v a — A BEME T L, ZHHOFERNS, =7 ) 7aYromf 7L a—
AL TFERNZA R Y v d DT B HIFIBERE I AE L7V E OTERIBEF 2092 2 L R &
iz,
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IX. FERRARGAERIC

R 5

2. S8R

() ERRS5EERER

TR T ) T7u Y ORARGIC XL 5EMEEE, o WA Vo BER G E

L7, ~UAKRDNT v MBI 2MEEIEH <, BBEEIE 2000mg/kg % ERl- 7,

2) RERSSHEHR

R TR

P 518/
B/ P51/ - FilE
T 5 0 EARP Cme/ke/H ]
[mg/kg/H ]
~UA | F&kA/ - 2500mg/kg/ H : FEEFEIEN, IFEE - BEE () #4500 A5G
Crl:CD1 |13 8/ o, RAERER (JE), JRAMEEXREE (BE), RANEZE
(ICR) |0, 500, 750, FefRIEIR (HE) , PN R S K PR 22 A
1000 - >750mg/kg/ B : PRAE FERDIGEAZ AL (HE) , JRE Ki67
Bo R AR A N - Sy g (k)
- 1000mg/kg/ H : PRADGE BLARIREESE (BE), ET 1 41 (B)
v k&R - >30mg/kg/H : TR, (KREHINERD, JRIMEK 100
Crl:WI 26 BRI M ON13 | B (M), 7 ra—=x 7730 ()
(Han) |3 [ OIRZEH] 4>, BUN G, JRAE, fEdaiR (M), BFE&Em, M
i/ wmE (K - PREERD (M), BIEAREILE - Bk
0, 30, 100, 700 W Zefaft, BOVETRAES (KE) - FRRIRIE A
AER (HE), HFHERZERadl
- >100mg/kg/H : Cl1 (Kf) - mMyEEA (M) W, RE
W, o bR (JE), U v oSERER - B i EREOR D ()
FFEE BN, IR TR (M), BElmZehalt (k)
- 700mg/kg/H : ME 161 8 B H - ik 141 38 B HIZHEL,
BEIGAL, WAE, JEEME (K, ~~ 82 U > M
(), ~E7 v Ed, ALP - ALT « AST - e
U A, Na-Cl () - 772> () Wi, 7
kR (i)
- ORIEIIR « B LA RN, (REHIN R (),
U oSER-S (M) - B EREGE ()
A X o/ - >10mg/kg/H : #kfE 10
=270 |52 & O3 | - >30mg/kg/ B REHIMERD, BB ERR 22 Ru(b
T8 ] DR 1 'lOOmg/kg/El SOk, B, EEREREC, (KERED,
i/ Na - CL3g4, AST #90, 27 v =a—2d, ME
0, 10, 30, 100 PR S/ PRABAE B
< IRIEHARA] « Rl E TR L
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IX. FERGRIR

ABRICPEd D IHE

T R7 ) Tu Y OFRERERGEERER A, Crl:.CDl (ICR) ¥ 7 X, Crl:WI (Han) 7 b
B —27 VRERNT, EREIEERE 13 8H, 26 HEHE KO S2 EE OB CIEM Lz, F¥
vaxxTr 47 ARBRICL Y, RERICHW W TROBEIZBWTY, SREO R
oo X7 T a Y r ORFFEBEN RSN, BEOZ ITRFIZ TV a— R & Petd
LIEFERICEET 200 THY, ERFTAE LT, RESNERD, #E, mhrsra—
2, EAER, B R OVEMEALI A RS 5 G TR O Z &I N R &K O
RBEE DR DI BTz, JREMRR PRI —EB L THIEICA O, AL U TIRM
FHEXOHEERER (X)), BIELE (v b, AX), REEEREE, RS D
FE, RMEEIKEBTER R CRMERKR (w0 R) BRO BT, T o WEHORER TIIED 2
HRGE RIS L VKo 7272, o WHICBT 2IRE R LI O TRR LTIz, 41 XD
VRGBT CRIRRE Ch o7z, 7 v RO XOEFERER T/ 54172 NOAEL I281F 5
AUCq2455 1%, HAN 25mg/HIZHEIT D AUCooss D TfEK N 135 TH o7,

Q) EfnEEHER

TR T Y Ta v, BNy T Y —ThD invitro T@%H%ﬁﬁb‘éiﬂéfﬁ%gﬂtﬁwﬂﬁiﬁﬁ
(Ames 7RBR) KOG A R 3R (L5178Y tk~ 7 A ) 7 3 —<iRkBR) N in vivo BI5EE
PERER (7 v MEH/IERR) ICBWTEBESE RS o T,

4) AAREFER

2FEM OB AFMERERZ, Crl:CD1 (ICR) ~ 7 A KO Crl:WI (Han) 7 v hCHEfi L7z, #i~v
AT, BAN 25mg/HIZEIT D EEERFERD 46 (51202495 1000mg/kg/ H £ TOREEZ &S
LTChH, BDAFMHITRO bNR-otz, = /_7 ) 7 a0 B U2 B EEE Y 1000mg/ke/ A
DR~ 7 AR LT, BARAN 25mg/ B IZET D ERIRE 2O 8 7124/ 3 5 300mg/kg/H T
IR Lo Te, O~ D A OBNEER AT T L C—#ORRARER A FhE L 5

(TR L7, BRI R~ 7 R IR RA 72 23 B 55 D 18 MR A D REREAY 72 IR A
DN, FEFRKOFAEIREET S5O THY, B h~OIMFMEIZ RV E GG bz, M7 >
KT, AN 25mg/BIZET 2 BEREFE RO 53 512/ 95 700mg/kg/H £ THELTH, 2
AEPEIIERD B inodz, HEZ v M=o/ 7 U Z7r v % 700mg/kg/ H THRE- L& 2 A,
AERRE Y » BT MAEEN A S ny, BAAN 25mg/ BRI 2 HREZE RO 19 5% 45
300mg/kg/ H TIXRRO LR o To, ZOMEEIIARTE T v NOBEICEHEEICALND LD TH
D, b h~OIEEITRNEE Z BTz, 300 KN 700mg/kg/ H O F ~ b THREHIZ BAMEO R
JERIH BTN, Z ORI HEMEMETA HT, HMREER bR i hoTz,
K BRI X DR ERD & T v M OAFIEERICE BB THY, & b ~DIME
HIZnWeEEZ b,
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IX. FERGREAERIZBI 2 5 H

(5) HfERAFMHER

- MR [mg/kg/H ]
i Wi REE (5 Rt )
[mg/kg/H ] -
REh) — g | IR - iR R

ZHREEOERE TOYHK | 7> b #£H/100, 300, 700 | 300 (35) 700 (114)
FAIZET 5B
IR - B EFE A B4 % 5Bk A #%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)
\ZREEN DFEREICBE T 2 3R

a) : BRERRILIE, HA&EUBHERIE O AUCo24ss &, AAAN 25mg 12351 % AUCo2455 D 6460nM-h & DR L L
THH L, 7 v FOZMRRKROEKR E TOYMIRRAEICET 2B 3T 2 @B RIE, I8 - fIE%
BT HRBTHE LN PR ax T 4 7 2T =X E AN THRII L,

b) : F1 #EVHMEIC B 2 it R

TR T Y T OATEEAREERBR Y T v KUY R TER L, =7 ) TP
L, 7 v FEHWZBRER OFER E TOMMIPIEAICERET 25T, BARAN 25mg/BIZEBIT5
FRIREED 114 [FOBRERT, ZIREROERE COYMIRIEICEEL RF S hhole, =
YRZYTu YL, Ty RO RITE T, BHAAN 25mg/ B IZEBIT D EEKEREEO 35 (%
KO 94 5 DR TR & T REM L R S RWHBE TR Z RERinole, =7 ) 7R
T DT N T HAER R O AR OFRAN N REM) OMSREIC BT 2 3BRIC BV T, &
B O— R FEME K OV F1 FAE R ORISR 2 BEMEEIE, AAAN 25mg/ B2 2 B AR IRE =
DREFIETHoT,

(6) FPFTRIHMAER
TUNRT Y T Y ARG D BAEME TR 2 s &3, IRITEIE §RR 0 b e o T,

(N ZoforEkEk

1) et
<R, Ty MO XERANEEEREBRC, =87 7 a D S REEMEITERD e o T,

2) SEAEF
BRIL AT WAL MO 2787 ) 7 1 A 5 D HSHEDIR I USH ~ 5y 2 —Hic
PERBR, ERPKRRBRORER: & 2D CRE LR, MDY 22 12720 LB X Bk,
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X. EERFEEIZPE9 % HE

T 4T AYME10mg, VX T A4 7 2 ACHE 25mg

X. EEMEIEICET 5188
1. BHER5
o Al
AL ZE I FE
HihEsy - =y vady
2. EHEAR

AR : 34

3. ERNRETONE

SR

4. FIRWEDEE

BRE STV

5. BERIITEM

BAMERLTA R A
<FVoLBY : HY
Z OO BHE T ER

X T AT UAERAEINDEBE S A

SHLTZER)

M
+5

.4

&
N— o

6. R—m4 - FEE

B 3
TR

A RO

DERIEI, —W A OREITZR N,
:SGLT2 [LEHR (A 7FZ7 7V 7avy L-7uly, #7)ryayrravly
7V a—KR, veA U e YKy, NRZU e rKY,
A A= R/t 7))

7. EFfREESEAH

2014 24 H

8. WERTEREFABRUVARES, REEEWNHLEAR, RTHREAR

17 B (B2IM)

EE—EMEOLTTZEICIVHENT L2 &

BpEdd (RMP @ U 2 7 /MR D 72 O ITERL

WIEMSE TR U TR X gk TXI. 2. ZOMoBd#Esl) omEY 28R

Hr7E4

BUEIREARRAE A B

KRR

HEAMh AL AE R A H

HRFEBHAREEA

YT AT AR
#E 10mg

2014 4-12 A 26 H

22600AMX01387000

201542 H 24 H

201542 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. EHEEICET DA

9. MAEXIIHREEN RZERVARZEEMFOEABRVUZONRE

(10mg %E)
Zhe B & OHIEAE OB : 2021 4 11 A 25 H
ENIIRSY aWacks) = =9 A ) b SRR L0 o N
72 L, 1B R A OERER /25 2 1T T B BEFICIR D,
BN E A7 FE L OV &
<[@ A >

WE, A= 7Y 7y L LT 1mg 2 1 B 1 RFEIRRTSUIHRZICROEET 5,

ZhEEB N L OHEFAEOBN : 2024 42 A 9 H
BN E AT EE TN R « B B s
72 L. REIB AR UTEN I TH OBREZRL,
ENMENTEHELOHE
< >
W, RAICIZT 7Y 7a Yl LT 10mg & 1 B 1 [EEIERTEUIFIAZ ISR 0S54 5,

10. FEERR BHEBRARFEABRUVEORNE

<2 AUpERRY (10mg $E, 25mg $E) >

PR AM @A 202543 H 19 A

EH A, ERERSEOME, AR OO BT D IR 14 K198 2 THE 3 54 0
ODNAFETONTIUCHEY LRV, UKGRFHICATE R L)

1. HEEHME

2 BUHEPRIE  (10mg 88, 25mg §E)

8] 1 2014 /212 H 26 H~20224F 12 A 25 H (¥ T)
EBHELA% (10mg 5E)

4 4R 2 2021 4E 11 H 25 A~20254F 11 A 24 A

EPEE NN (10mg #€)

441 2024 -2 H 9 H~2028 422 H 8 H

12. REKIEHERICET SR
AFNE, B (B2 VIERE) BIRICET 2 HIRIZED b Tz
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X. EERFEEIZPE9 % HE

13. &fEI—F
R e o
—= 3 [ o — R B o I/,IZ7 B AL
WA, s | PIEREITE D yop oy g | D7 DEILE
B = — | (Y] 2— 1K) AT A a— R
SXT AT AN
B Jl(,()?r;l; 3969023F1023 3969023F1023 124012201 622401201
UXT 4T A
o ;571;1;, 3969023F2020 3969023F2020 124013901 622401301

14. KRG EDERE

X T 4T 2 AEE 10mg
(1) BrEore

ABHN OBREUTBN RN T 7272 LB E DA R OIERER 7o IR 252 1T TV D BE TR 5, |

EENTVWDOT, HERICYTZ> TUI+AEETDHZ L,

(2) 1BMEE NP

O AREF| ORI RIZIB N T, 7272 L, KBRS UTENTEATHhOBEEZRLS ) L3N
TWbHDOT, HHICE > TUEHORET D Z L,

@ ABHFN ONFEX T FICBIH T 5 EREICHB W T, TeGFR 728 20mL/min/1.73m? A5l O B T,
KA DB MR 431G SN AR WTTREM N B 5 2 & | AR G2 eGFR MET+5 2 &
WY BHREEENE(LTIBETNND D Z LD B HEOVLENE A EEICHET S 2 L,
KO TTERREGRE ] OBHORNFEZRI L, BIKEBRICHEAAN DN BF O R (RERER, Of
R, BHRESE) 2+ B L7 BT BB 2 A R T A kT 22 W e
BEBBI MEICEFEEZRRT DL, £ SN TWDOT, KRB OEGBIAIZ S 72 5 T,
ARBIF| DO EFE Td 2 &l U7 Bl R OB W2 R O % (eGFR OEZ &0, )
Z B2 RN B O R R T D 2 &

(B34 11 A 25 A JRATG@AE RS ERRE @S REFE 1125552 5)
(B 444 H 19 B JEAGEERBURERRE @ REFE 0419 55 1 75)
(F64E2 H 9 B JEATEERBRRERRRE  REF 0209 52 75)

(1. 4. JEIEREMICE L TR~ K] OESMR
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X. X #
1. 5IAXHE
1) fNERE BSRERE A A9 5 2 AURE IR R & okt & U T E B HLE S T AHRRER (1245.36 386%) (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 RIS 25 & LTz 4 BRRE R G (1245.15 3%) (2014 4F 12 A 26 HK
#, CTD2.7.63.3)

FENE R TR I35 5 PD ARBR (1245.16 3XBk) (2014 4% 12 H 26 A7&#R, CTD2.7.6.3.1)
FENEEE BEFEORE R O BFIERER (1245.79 588) (2014 4E 12 A 26 HA&RS, CTD2.7.6.1.2)
FENERE FIRIE (B Rr2onF 7Y KKK 7€ R) &OEYMEAERRER (124542 3 (2014
£ 12 A 26 AR, CTD2.7.6.2.17)

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

R BAN 2 BUBEIRIFR B A B T oIS AIES 101 AH 24 3@ #5388k (124520 35R) (2014 4F 12 A 26
H7&FE, CTD2.7.64.4)

FEPERE  EBRE RS AR R AR (1245.31 3XBR) (2014 4 12 H 26 H#&FR, CTD2.7.6.4.7)
FEPERE  [E NS TIAE OF A R B 55 (1245.52 5888) (2014 4F 12 H 26 H7&GE CTD 2.7.6.4.14)
FENERE A R Y 2 AR & 3 5 2 BRI B et 5 & U7 EBR LR 5 AR RUR (1245.33
#BR) (2014 4F 12 A 26 H7&#R, CTD2.7.6.4.8)

FEEEE BN 2 BUEIRIF A 2 xR & LB RERR E AR (1245.53 3BR) (2014 4£ 12 H 26 H
77, 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 IAERER (2021 4F 11 A 25 H/&R, CTD2.7.6.1.1)

FEPERE - ERESEE S ISR (2021 45 11 A 25 HA&G, CTD2.7.6.1.2)

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

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

FEPVEERE « EBR LR S AR SR (1245.110 3R5R)

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

A HIED  AEPNERE w2 AR R xS & U RS IR SE R BRI (EIPN LS AR 7 % BRR
AR ¢ 1245.218 #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  FEERREDIEBEERER (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. etal. : Cell Signal. 2020 (68) : 109506. (PMID: 31862399)

Lin B. et al. : Cardiovasc Diabetol. 2014 ; 13 : 148. (PMID: 25344694)

Pirklbauer, M. et al. : Int j Mol Sci. 2020 21(21) : 8189. (PMID: 33139635)

Gembardt, F. ef al. : Am J Physiol Renal Physiol. 2014 307(3) : F317-F325. (PMID: 24944269)

Maayah, Z. H. et al. : Inflammopharmacology. 2021 29(1) : 269-279. (PMID: 32564182)

Castoldi, G. et al. : Acta Diabetol. 58(8) : 1059-1070. (PMID: 33760995)

— 1563 —



XI. X

ik

41)
42)
43)
44)
45)
46)
47)
48)
49)

50)

51)
52)

53)

54)
55)
56)
57)
58)

59)
60)
61)
62)
63)
64)
65)
66)
67)
68)
69)
70)
71)
72)
73)
74)

Vallon, V. et al. : Am J Physiol Renal Physiol. 2014 306(2) : F194-F204. (PMID: 24226524)

Castoldi, G. et al. : Am J Nephrol. 2020 51(2) : 119-129. (PMID: 31910407)

FENERE  FEERIRSNIEHEER  (in vitro) (2014 4F 12 H 26 H7&FE, CTD 2.6.2.2.3)

FENER FEREIREENIEIEABR (in vivo [IK18) (2014 4 12 H 26 HA&GE, CTD2.6.2.2.4)

Yurista SR. et al. : Eur J Heart Fail. 2019 ; 21(7) : 862-873. (PMID: 31033127)

Santos-Gallego CG. et al. : J Am Coll Cardiol. 2019 ; 73(15) : 1931-1944. (PMID: 30999996)

Kidokoro, K. et al. : Circulation. 2019 140(4) : 303-315.  (PMID: 30773020)

Macha S. et al. : J Diabetes Res Clin Metab. 2012 ; 1 : 14.

FENER A7 0T Ul oA AEERRER (124558 38k (2014 4212 H 26 H&RE, CTD
2.7.6.2.21)

FNEE V77 B RO e Ry R EOFEMMHEAENRER (124583 365k) (2014 42 12 A
26 H/KFR, CTD2.7.6.2.23)

Macha S. et al. : Int J Clin Pharmacol Ther. 2013 ; 51(2) : 132-40. (PMID: 23253948)

AR ©A 7Y &y oY EERRER (124517 38%) (2014 4% 12 H 26 H&GE, CTD
2.7.62.11)

HNER ©A 7Y 2y L oA ARENRER (124517 38R) (2014 4 12 A 26 HA&GE, CTD
2.7.6.2.20)

Brand T. et al. : Adv Ther. 2012 ; 29(10) : 889-99. (PMID: 23054692)

Friedrich C. et al. : Clin Ther. 2013 ; 35(1) : A33-A42. (PMID: 23328275)

Macha S. et al. : Diabetes Obes Metab. 2013 ; 15(4) : 316-23. (PMID: 23094794)

Macha S. et al. : Clin Ther. 2013 ; 35(3) : 226-35. (PMID: 23497760)

FHNEER 22T L oEEARENRER (1245.63 35R) (2014 4 12 H 26 HA&GE, CTD
2.7.6.2.22)

Macha S. et al. : Clin Drug Invest. 2013 ; 33(5) : 351-7. (PMID: 23512637)

FENE R 2 BB PRI B IR H I B RE AR (2014 4 12 H 26 H7&FE, CTD 2.7.2.2.30)

FNER FERRREEN R (50fh) (2014 4 12 H 26 H7&F, CTD2.6.4.4.3)

FENERE FERRRSE B RER R (fCHD (2014 45 12 H 26 H/KRE, CTD 2.6.4.4.4)

FENEE b b ADME &R (1245.8 5U5k) (2014 4 12 A 26 H&GE, CTD2.7.6.2.2)

FNER FERRREE R (EARS) (2014 42 12 A 26 HZGE, CTD2.6.4.4.1)

FENERE FERRRSR B RER R (fCHD (2014 45 12 H 26 H/KRE, CTD 2.6.4.6)

FENEE FERRRIEEN RS (3 (2014 4F 12 H 26 H7KRY, CTD2.6.4.5.1)

FENEE FEERAREEENRERER (3 (2014 4F 12 A 26 H7&RY, CTD2.6.4.5.1)

FENEE JEERR BN RER R (fUHD) (2014 45 12 A 26 HA&ARR, CTD2.6.4.5.3.2.1)

HNEE JERRRIEENRERER (1R3) (2014 4F 12 H 26 HA&RY, CTD2.6.4.5.3.2.2)

FENEE FEERAREEENRER SR (3 (2014 4F 12 H 26 H7&R, CTD2.6.4.5.3.1)

FENERE FEEERSR B RER R (fCHD (2014 45 12 H 26 H/KRE, CTD2.6.4.5.1)

R JERRR SR EIREAER (T AR—F—) (2014 4 12 A 26 H/&FR, CTD2.6.4.4.5)
HNEE FERRREYERERER (R T AR —4—) (2014 4= 12 A 26 HA&GE, CTD2.6.4.4.5)
Laffel, LM. et al. : Lancet Diabetes Endocrinol. 2023 11(3) : 169-181. (PMID: 36738751)

* R BAR=Y U —A T A DRSS AR E R

2. EDOHDSEXE

AR L

— 1564 —



XI. ZEEE

1. sEEH
1. EHSNETORERR

EU TIZ 2014 £ 5 HITEREN, FAY, A F) AETETEIN WD, KETIT2014 48 H
AR &L, R INTWD, 2025 44 ABE, HAZEOHR 110 »[ETHRIEINTND,

3B, AICBT DR SNIZRESUIRER, HEROCHEBIUTO LY THY, SETOK
ARDL & 13572 %, ENOAGENA OFEM TAA 25 Z &,

ZhHE 13 5h e

<UX T 4 T AEE 10mg * 25mg>

O2 T PRI

<UxT 4T AHE 10mg>

O M A4

722U, 1B AREOIERER IR T TV D BREICIR D,

O ML i

722 L, KRB AR UTEN I TH OBREZ R,
FE KR O &

<2 TUBEIR P>

W, RN X7 7a Yl LT 1omg & 1 B 1 REEFTSUIEIR%ICR OS5,
2B, NRAF DG AL, R E B L 5 25mg 1 B 1 EICHET 5 2 LR T 5,
<IBPELAA, 18>

WE, RN X7 ) 7a YL LT 1omg & 1 B 1 [REIRETSUIEIR%ICR 0S5,

— 166 —



XI. &%k

F7pAMETOFRIEIRIL (2025 4E 4 H BLAE)
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it R
KEOUAHCE | 8.1 Pregnancy

(2023 4E9 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 HbAlc >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*1)
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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Hi g RLAPA
KE DOWRAT SGE 8.4 Pediatric Use
(202349 A) 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 OIRACE 4.1 Therapeutic indications
(20254 4 A) 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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S BE [ 2 S L [
30°C, 75%RH 3 65 f 6\‘7‘7 H CREIERR & 6“7‘7 H CREIERR &
e | e |2 kDY NEEH Y
6 » H THEMN |6 » A CHiiEE
40°C, 75%RH| 3, 6 P .
& A B A SR Zkh 0 BN | 82D Y
oy || APCHGIRNLEE |1 307G
30°C, 92%RH | 1, 2@ A B ed Y, RO | RELHY, RO
=3 VIR TR TN R B
NS © 6 . INAET? NN
Xt/ T F 12xmh§h SR NS ey
e 200W-h/m2 VL | (BIFEN)
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(2) HREE - BRBIE R ORE IR G = — 7 D@t

R 71k

U PITEEA L AE &9 55°C DK 20mL A AL, SER O RREEME A
AR L 7RI N T 22— 7 2 iR TE 5008 D AR L7z,

AL,

AR P2 K O 10 Zy [RT U 72 O TR O & 8 M O pH 2 IE L 72,

HH B
¥ T 4 T ABE 10mg Cx T 4T ABE 25mg
Jilibe 53 CHAEL T2, 53 CHABE L T2,
Fa— 7@l | 8Fr A ADF = —7 i@ LT, 8Fr VA XDF =2 —7 Z @i LTz,
pH 10 5y k&% 7.39 (RRBIE T 7.41) 10 5y k&% 7.39 (RRBIE T 7.41)
I3 s 10 73 i 98.6% (RBIE 4 97.9%) | 10 /3B 97.6% (BREBIE . 99.0%)
. TOHOBEEER

RMP : EMD Y A7 F/IMETEE & U CTER S LTV 5 &4

C ERUEHEE AT ER

T T 4T v AEE 10mg + 25mg JiE EAE O BHEV (2 BUBE R R)
Py T 4T ABE 10mg EIEEH OBV (MR
DX T 4 T AEE 10mg @ IEAEH OBREV (BB ER)

https://www.bij-kusuri.jp/

https://www.pmda.go.jp/PmdaSearch/iyakuDetail/GeneralList/3969023

- BEWT OB -

VX T4 T AR SN EE S A~ (BhRgdtm)
https://www.boehringerplus.jp/

https://www.pmda.go.jp/PmdaSearch/iyakuDetail/GeneralList/3969023
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