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HEERED I CTH IR E DN NG AITIRD) | ORhEE - 2 CRUEIGEAREZEIGL, b7
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(TV. 5. ERIRAAE OB )



[. W24 25HE

5) AANX, VF7UTFr 10mg WT=o "7 ) 7rayy 25mg OEAEG L ig LT, &5
52 1% D HbAlc K& OVZEERF MRS EIIK T L7z,
(TV. 5. BRG] DHS M)
6) AFOMMIZE Y, RESEEDEAD L, RIET Fe7 7200 ER3HIR S5,
(T'T. 1. BAZE O] DIHSH)
7) ERARBEWEM E LT, Rk (0.5%), Wik GHEEARE), 7 F7y F—v 2 BEEARH), ¥
WK HEEAR), SEMAOREH OB (7/V=x8E1) (FEEAR), B
E FEEARH]), A Lo (BEARY), ITEREREE (02%), BEXREE (EEARH), BENME
ffige (BEEEARB) ROVAMEER (BERH) Reobild I endd (RAKREEE CToHE
At A A OKGER X O OWE 2 Ete), EREWER L LT, JREGEG:, BEMtZ,
PR (MRS, SMEEEED U XE, BIARSE), NREREE, (8, SR, mHs
b AREGME, BERESR (T 2 T —8, UoR—8) 8N, RS bR, S5 b
LT ENDD,
(TVIL. 8. EIfEH ) DEZH)

3. HMORAIFRIFLE

ML

4. BIEFERAICEL TAMT N EHE

BIEERICEE T 2 EH,

BEEAEH A RS54 % 84 k) 5

RMP

B E ot

BIMOY 27 /Mg & L
THEREN TV LB

RO HEET A R T A~

b=

PRI 1] b o B B - TE &

5. RBEUHRURE - A LOFIREER

(1) ABEH
M LA
<BE>
2018 4F 9 A ISR e KGR 2 TG, DL T ORI STz, HEEORE, RAIDKR
S ThHHEHS Y A7 ERFHEIC OV T, BIERTZICE T 2R R OENECET 5
S, WONZBMOESRE G Z S EATEB SN E IR SN2 2 & s, ARSI S
NI=H O & PMDA IZ X 0 HIWF S, 2025 45 3 HAGRSUENRER & 72572,
[7RGESAF]
RN Y A7 FHEEARED b, WUNCEMT D Z L,

(2) @ - FEALDOFHREE

BRI



[. W23 2HE

6. RMP O#IE
% Ly (FREARIRICHEY RMP (ZHIER)



0. AP 5IHE

I. 2aMICBET 5IER
1. R 5% 4

(1) #n #
hT T4 T ACRLEEE AP, R T T 4 T v ACELGEE BP
2) * #

Tradiance® Combination Tablets AP « BP

) &FDH%
NZ 7 4 7 A® (Tradiance) |%, BLG D CTHDH U F 7V FF o 04 7 ¥ % (Trazenta)
xRy 7a YoM Y YT 47 A (Jardiance) WD L7z,
2. — & 4
(1) #0 £ (ffik)
x> 7Y 7uayy (JAN) /U7 U 7F (JAN)
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BRI WRE  (mg/mL)
0.1mol/L % 0.30
Mcllvaine #% &% pH4.0 0.21
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[VFr 7Y TF o]
pKal=1.9, pKa2=8.6
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(6) DECHRE
[mo "7 ) Tmry]
LogD (pH7.4) =log P=1.7
(V77T ]
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+ 77 A= RT A
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- 0 - B AR () PR DT M
Vi 5 28 [A T ALK e
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(1) FRzD X5
R4 NS5 4 7 v ABREEE AP rSF 4 7 v ANABE BP
A WHEDT (L ha— M WD T L a— M

(2) HEDONERR IR

R 7E4 NS5 4T v ABLEBE AP rSF 4 7 v ABLEBE BP
7 AN
2 | allo
e (m) = @) () =
FEfE (mm) % 8.1 % 8.1
JEX (mm) 3.2 132
HX (mg) #7185 #7185
(3) #AO—F

NTT 47 ABAEEAP: & 10/5
NTT 4T o ABRLEEE BP: i 25/5

sF DY
MM ERe L
(5) Znih

EARSANA

2. HE DML
(1) A#ES GEHES) OEERVHMA
o4 T 4 T AREEE AP LT 4 7 v AR BE BP
1 £ 1 g
ARGy 27 Y 7u Y 10mg, T2 T u Y 25mg,
V37U T7F Smg V27U 7F Smg
D-~v>=h—Jb, WHTINT 77—t | D-~v>=h—I, BT ILT 7 —tT
TrFo MUERAVT T A | YTy MUERAVT T AR
. RE Ry, ZJRARERY, ZV7 | ERY, JRARE RS 207 X
I ATFT VU~ TR U A ETRRA | TTIV VBRI A BT AR—
m—A, BbFLy vrrd— | A BT X, v 2 r=F—/L 6000EP,
6000EP, A = e bgk = bk
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LR L
@) B
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Y L
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5. BATHAREMD & 5 KMY

RO EMRBR CEREROTZ R 70 P U RN F 27U 7F o kDS D
BAT DHHEMEND D,
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PRAFSAE PRI PRAFIRE FE R
EHRERER | 25°C, 60%RH 36 1 H PTP @i b7 L
RREEDIEIE, 43 fiFAE Rk
NEE R 40°C, 75%RH 6 7 H PTP a3t YoM (Wb i
F&N)
W7 L3 IR R OB (B
IR 50°C 6 7 H .
7Y R B —fadk FEN)
FREEDIRIE, ARk
40°C, 75%RH 6 77 H dmeE Ak
- ’ o ORI, G ROET
e
| 30°C, 75%RH | 6 1 f] HROES HAE D IRIE ¥
B
25°C, 60%RH 6 7 A ek 27a L
o 250W-h /m?> ¥ 1:210° HI A ¥ —1L 2ra L
lux - h UL |

FHMIEE : AMEL, AR, RREEME, BRI, RIEEERER
1) APIZ1 #HET, BPIX6 U A F THIEN
2) APIZ3 #HET, BPIX6 A E THIEN
3) MAEAEE L LT 120 7 lux - h PA EROSRIEEEAM S = v — & LT 200W » h/m? BA |-
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7. ARERVBEREROREN
L7

8. fafl NESEL (MEILFHEIL)
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9. Bt
WHEBRICR AT, pERRTE T S

10. &és - 8%

(1) FEAVELGRSR - 8%, NEIERLERS - ARICET 518K

M LA

(2) ax

<hTT 4 T v ABLEHE AP>
100 $E[10 &£ (PTP) X10]
<h 774 7 v A4 BE BP>
100 $E[10 &£ (PTP) X10]

Q) FREE

i

2 L 70

k=l
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1. ARREHESNLEME

LR L
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V. AaRICEI SEE
1. PEEXIEHE
4 EEREHR
2 BRI
fEL. TYATYTASVREYF Y TFUOBRMICE BARNSET S M SN HEIS
B3,
2. MEXTHRICEET SR

5. PEEXFIHRICEEET HTE

5.1 AH% 2 TBEIRFIIROHE —RPEE L L THNZRWZ &,

5.2 NIT ATV ABEEEAP (X7 ) 7uY /) F ) FF L LT 10mg/Smg) 12O
T FHIE LTU T OSSR 2R 2 2 &,
c BRIl ) 7 a Yy 10mg VY F 7Y FF L Smg O WIREENZE L TWAEE
s =R Y 7Yy 10mg OHEFNERIZ LD SRR+ G E
- UF 7V TF L Smg OHANAKIZ KV R+ 7235E

53 FITF AT U ARASEBP (X7 Y 7uaP /U F 270 FF L LT 25mg/smg) IO
TiE, JFATE LT T OSSN EZBET 52 L, B, FIcz 37 ) 7r Y 10mg
KO F 7V FF v 5mg OIRIFRIZ K0 IRA 37058 15T 2883, Bz 150128
BEHT L,
BRI TPy 25mg ROV F ) TF 2 Smg DR LIRBENZE L TV A S
s R Z Y 7Yy 10mg KON 2 TF 2 Smg DIFRRIC L W SRR 72 A
s TUNT ) 7 a Y 25mg DEANEFIC L WRA e A

5.4 ARANL 2 BUBEIRIF & 2 S - B Txh L CoAli i L, 1 BUERE O BTS2 L
Wk,

5.5 RF DA ILH 57> COBERIFIEROIEATH 2 BFFLE, EIHREL +oIdTo72 ET
RN ARF 7RG EICIRY BEST DL L,

5.6 mEBHMEEREERE UIBENFORMBEARARBFT I 7 ) 70 OENHIFET
XN, EE LW &, [83, 921, 16.6.1 ZR]

5.7 HEEBRER ERE TIX= T 7a P U ORERR+5IE B R W RREMEN & D D
TESOVLEZEEICHET5 2 &, [83, 922, 16.6.1 B

5.8 RFIFHHIZENT, KAIOEGNRZ X7 ) 7a kN 770 7F o ORBEAIOH
&0 L) Th D MEEICHET D 2 L,

(fisit)

5.12 ALBE PRI O SPFIEIC BT, 1 REHORE DR TERIC L o TRAF b > b e—un
BFBONRWEEIL, (FHFORRSTEEEZFHTL2Z LM HERINTVD I ENORE
L7,

52, 53 V7V TFromEEHEIE Smg THY, =7 ) 7a v o HEIE 10mg T,
REARF IR GAIIIRR 2 T IR LN 5 25mg IR T H Z LN TE L L HESN
TWb, £, HMER L 2IEOFHME R Uiz 127513 38k U KO0 1275.19 3Bk 2 Tl




V. IBICET 2 E

TR 7 Y 7Y 10mg/) 7Y FF Smg (E10/L5) ELA§EM& OY 25mg/Smg (E25/L5)
BLAEED 2 HEAHFIL, WINORARIZHOWTHEIER LSRR SN T, S 51T,
1275.21 78R I O 12753 FER VT T, AH (B10/L5 Bl A HE KON E25/L5 BladE) & 45 HHA
OOFANEMFHNCRETH D Z EDNMER STz, LEDZ E0nn, AANC K DR @Y7
BETOMEE LTHRELE, 728, 53 0 S EICEL T, HAIREOMHERS K O
BRLAAIOWT D b EHERSAICHV EZN AR TH L Z e aWEF Licitfie LT T
YR T7u Yy 10mg KON 7Y FF L Smg DIRIRIZ K D R0 6) L L,
2B, =7 ) 7u Y 10mg KON F 7Y T Smg DIRIRIZ &0 WA+ 7285412 E25/LS
BLEFEIAS 2R DB, FZ HBIET 2 0ERNH D Z LB LT,

54 K70, 1 BUERFBF KT 2B - BEMITHRE LW iRnZ Enn, 2 BERSE &
P SNTZBEICH LTCORMERT 2 Z &, RROBE G &2 RIS T 572 DICRE L,

5.5 2 BUBEPRIF OIGFRIC VT, T RIFRE, EBRIEL +014T-o729 2T, MbE? =
YRR TERWGEICEYRIEAIT O NER S D Z bRt LT,

5.6, 5.7 A CEME SN BHEREEEA G T 5 2 TBERFBE MR L Lt 7 ) 7y y
O E BRI RS I AHRER NI\ T, BB E RS [HEEREKAEE R (eGFR) 28 60
~<90mL/min/1.73m?] X EEFHEREIREEEHE (eGFR 2% 30~ <60mL/min/1.73m?) TIZ,
TIRRBEL L T X7 ) 7 u Y 10mg B (BREBHERERERFZ OA) KON 25mg B
THFHFAIICAHE 7 HbAle (NGSP fii, ANCOVA : p<0.0001) O F23FEH LU TN 5723,
TSRS REREE B (eGFR 78 15~ <30mL/min/1.73m?) TiE, =370 7 a3 25mg #E L
77 v AREE L OMINZ HbAle DOFZALEIZET DBHE R AT LTV, S I, 15
FER R RER F A8 & 2 B (CKD A7 —3 G3a:eGFR 7% 45~ <60mL/min/1.73m> }% () G3b:eGFR
23 30~ <45mL/min/1.73m?) (2531 F 72 fBHTClE, HbAlc (ZxHd 280 581L CKD 27— G3b &
FEOHFBE»oT- S5,

72, AANBHEELES (eGFR=90mL/min/1.73m2, 8 f5l) K OMEE (eGFR 7% 60~ <
90mL/min/1.73m>, 8 i), 45 (eGFR A% 30~ <60mL/min/1.73m>, 8 ), /BB EERERE (eGFR
73 15~<30mL/min/1.73m?, 8 f5l) @ 2 BUEIRIFEFIZ= /37 ) 71 25mg Z B[Rk A
B b U, Btk 24 BRI E CoRF 7L a— AP EDR— 2T A L b OB RD T
VI, RS RE R R T 75.0g, 1B AL B RERE B T 62.6g, AR EE B AR RE IR E IR T 57.9g,
R RRRERE R T 23.7g EEBEREDIKT & & b Lz,

eGFR45mL/min/1.73m> A (CKD A7 — G3b KO ZFN LY &) OBREREO H 5 BE
TR ANT Y TP OMRPFONRL RDODBENRH DD, o7 ) Tad s ah
AT DARHNOREONILZ2ED THRET 2 0ENH D Z LNORIE LT,

1) BRREREE ORI [T U RITES< CKD BRI A R A 2013 FERU. OFEFRINEST,

58 X7 Y 7Yy 10mg & DHUME 25mg AL V7Y T Smg WAl GEH L, fbE =
¥ M LORBEDNZTE LTS BFIARKI OB G- 2363 228, RAIE G %= ha—
JVOARRENLETE L7R\VEFE T, & HAIOOF FH2NE B 7235 6 2VEE S 2 LD BkE Lz,



V.

BB 5 IHH

3. AZERUAE

(1) AERUVAEDREHR

6. RZRUVAE
W RN B LA EE (=7 ) 7a /U F 7Y 7FF L LT 10mg/Smg X id 25mg/5mg)
ZHRASUIF BRI ARG T 5,

(2) BERUVAEDRERE - R

TUNRZ ) TP BRI F 7Y FF O BAITILE 2 > b e — VR BARN 2 RUBEIR
AT D, AFNOFMIER L2 Lok (127513 38R D, 127519 Bk ) T
%, BBREORIEIZOWT, 11 H 1 EFERTIIEIERICRAES) &L, mRBRIcBW TR
FIOANEPBREES L, REMEICHBITRD bighotz, £, AFBRGROBREOXEL
Bt LizakBe (12753 3R Y KOV 127517 B ©) IR0 T, B%&L CIIZEERHE 512~ T
TRTYTa Y RN F 7Y TFUOREEMETN TS 2RI, BIRAIICRIE
LD bOTEHRL, EEKBXIIREZEOWTIICEGE LT LW eEiims iz, ko &
O, AFOMET 11 A 1 EEHREFSUIHERIGRARE) & L,

1275.13 58k U KON 1275.19 3Bk 2 TiE, E10/LS5, E25/L5 WINOEGETYH, Bz LT
MmpE=y N — Va2 BET 5 2 EIVRIN, £, Fiio R ORGSR S/ ) o172, 1275.19
Bk Y TIXEIOLS 25 B25/L5 ~OHEIZE Y, o=y he— A 28#ET 5 2 LAVRE
iz, VL EORBRRBARRIC KRS E AL - HRERTE L,

4. AERUVRAEICEHET HIE

RE I TWHARN

5. ERPRAGHE

(1) ERERT—2/1\v7r—o

BB DN T, SNE BB ARG & LT Sineadiin 2 3B, AR AR5 L LT
RO, AN 2 BUBERIREE 265 & U753 N AR 7 A R oG 2 3RO G5 5 305k
ZRHlE RS Uiz, £7c, M TR L7 Mo IRERER 3 3R OSSR A SR IS &R & LT,

1) 5 140 PK/PD il GHI&ER) %

RRE KR A OE S F ¥ 53R
12753 38R Y | T4 Ak, FEE | SMEAREEE | E25/L5 BladE L HAIDIR & 081 | HER S
(st) B, 7 aAd—"— | AN 42 6] | AT A F YT 0 O B25/L5

B PED RFIZ K 2 WEOMF

1275173 | T4 Ak, I | AARAKEEE | E250Ls BASEATIRTICE S | M

([EPY) B 7oA —r— | A2 6| WBOBE
125208 | 5oy, FeE | AMEAERE | Blos AL AR L Ok | RS
WD) | B s ma—sse | RASOB | semm stk ot




V. IBICET 2 E

2) AARNEE ZRBIT L ENE I ABRARER (AR OV R miEe) —5

3)

N E25/LS Bl ahE L = /X7 ) 7 nm
Do+ TR A

RERE 5 T A v POE B 5411
127513588k D | o4 2k, —HEH | HAAN 2 B | = X7 7 a v BACmE=a | 24 &
(EM) B, 77 RR | HERFESE | v ha— R 7B A xtSR e L | OV 52
ML, EATRER 447 5 T EI0LS ONE25/LS fid/deL =
AV A= RN S i & i dr 413
12751958872 | 7o Z afk, @ | HARA 2 8 | U7V FF U BHI b= b | 52 8
(EM) B, 7RI | HERFEEE | o AR HOREBEERNGE LT
ML, EATRER 275 Bl EI0/L5 KON E25/L5 Biledes V2
) FF 4T TR % b
SNENBE 2t I Ui R RS (58 E) —&
RERE 5 T A v POE B e 511
12453037 | 7o x b, FEE | SMNEANREE | =V e VST TT | KRS
(AN TFR) | B, 7 e A — 3— | g 16 B | DI BAEH O fes (7 BE)
12751 & BR S | o ak, & | AEA28 | RIGEXIZA FA/LI o CilgE= | 52 #HH
(MBS TLAR) | BfR, WA THERH PERIBARE | v b — AR BE g L
1363 i L T E10/L5 X OVE25/L5 Bl &8 &
SN A A R = RPN X0 n/ )
TF e
1275980 | 7o & Ak, —&E | AAEA2E | X FARAIURETIZEWTY F | 24 R
(A IAR) | B, 77 'A% | BEREEE | 7V FF o Tlfi= br—LAR
M, EATRER 333 f3l] +or 7 B %S & LT E10/LS
KLOYBE25/Ls Bl & U F 27 )
F o+ 7T R & R
127510588810 | Z > & Ak, —®E | AAEA 2 | 2 MRV ARE FIZBW T LN | 24 R
(A ULH) | B8, 7 7&Ax | BRWEEE | 7V 7ey oz he—LR
M, ATRER 482 1 +or7e B A xtge & LT EIOLS K&

El0: =37 712 10mg

E25: =R/ 7ma ¥ 25mg

L5: UF 27 U7F L 5mg




V.

BB 5 IHH

(2) ERPREFIEFER

1) fEFERC N Z %P5 & L7285 THEERIRERER (127521 RBR) GMEAT —%) 9
fEREAR A 56 BIZ, E10/LS Bla8E & OVE10 & LS HAIOFH O ZEERsHLAIRR N B G RE 022k, &
BV, EWFRIREE AR LT,
AR ORERIE TVIL 1. (2). 1) HEEELE OEAT—%)) OEEZROZ &,
3)Conrad A. et al. : fENERE =270 7)) 570 7F UEAFIO AW F R RS R

2) BEEERR A At & U725 THERREER (1275.17 3A8R) (AARANT—%) ©
RN 22 6112, E25/LS BL &5 8 4 ZE MRS X O B2 IS IR 04 5 L, REORE LR LT,
BEOKBORKIIL VI 1. 4). 1) BEORE] OHEZZBROZ L,
6) FEBFH: (T : Jpn Pharmacol Ther. 2018; 46 (3) : 343-353.

3) fERER AN A x5 & U725 TAHERIREER (12753 3BR) GMEAT—%) 9
fEEERR A 42 BillC, E25/L5 BdA$E & OVE2S & LS HAAIORH 022 i iR B A TR 1 4 505 0 A1) 210 [F)
SEPEERRI LD, £, BREBEELGEOHBICEVAFORELRG L,
AW PRI SEEORE RIE TVIL SEYEREICR T 25HE 1. (3). 1) HiElkE GFEAT—%) ] %,
T, BEOFEOKRIT VI 1. 4). 1) BFORE O0HEEZSZROZ L,
4)Rose P.etal. : t*ENEE =27 U TPV F 7 1) 7F U EARIO KB iR R

Q) AERIHRRHAR

U L

(4) #RELRIEAER

1) AR

@V F 7V FF o HEITIRE = > b e — R4y 70 2 BUOREIRIN B 2 k5 & U725 1 AR BROR AR
(1275.19 #&Br) 2

H i) ARBRIE, L51 H 1A 16 @MU Lo TlfF= > b o — LR+ A
N 2 BUBEIR IR Z 5t 5 & LC, EI0/LS Flades 24 HRH G- Lz & 2 DOF%)
PR E L5+ 7 78RS 228 Th D, £z, 28 HEH DR
M2 5% E L, E10/LS 3% B25/L5 Bl &8E DA 9k & 224 & 51 L 7=,
REBRTA L | T F b, “EHEHR, ¥7NAVEI—, 7T RXMR, WITER iR
ISE-S U2 FFUHEAITIEE = > b r— VR4 78 B A 2 B R 5 R

T HERIFAEIE 275 41 (E10/LS B 182 5], L5 A 93 i)




V. IBICET 2 E

Fp UL UE | - 2 BUBEIRI RS
(BRI HFy) | - BERIRTAREIRIC & D169 2 521 TORWEE TR 0 o T3 1 Al L 5
R EZIT T D EBEE
- HbAlc (NGSP i, LLF[RER) 723 8.0~10.5% (REZEZ =T TRV EF),
7.5~10.5% (0 MpEks T 1 AN X 0 igEFoBE), 7.5~10.0% (168
MU LoV 7Y 7F o imiRBE) 0B
- THEERIBEIATNC HbAle 28 7.5~10.0% D HB
« BMI 40.0kg/m? LL T D /4
< 20 LA BB
T BRANEEUE | - QPERDEMERE, BNASH ST AN IR E OB 2 A 5 R
(BR - PFr) | - IFRSRERRE T O 4 R
- B EL AT o BE
- NEGESVER RN S AR RN PR 2 5 | ik Z S OVEBE Rl & 2 1 7o B
o FLECHIARNE SR R LIS O O BEEIE U3 iR & 2 ) - i
- MEREE T 5 EBHE
- PUIETHRIC L DR R AT T ESE, KEZARLEL T 2R EERL T\ D
B, &
eIk 16 BRI DA =T 7 ~SVEZEINTBAIL LS 285 L (LS IS L DR Z 3T

TV BEIIARIM 2 £ 7)), Z0% o 2 BRI OB AN E10/LS BEdAEED
TR EBIRE LT, =T T VEEMTO LS OIREOZ RN A
57 (HbAlc 73 7.5%LL 732 10.0% UL F) Tho7loiBFEH %, HbAlc, BHERE,
BRI IR DR G- TREBIE L, E10/L5 FeA8E X1 L5+E10/L5 Bl A sED 7
FZERONTNNIC2: 1 TT ¥ AMEEIHT Lz, 24 BE O _HEMRiAES
BicibE = o b e — VN7 B (5 24 THIFT O HbAle 728 7.0% 2L 1)
%, BERMEAER Lo 85 28 I B IZ E25/L5 Bl & 8E X% L5 +E25/L5 il A
BEDT TR RITHE LT, #4524 I TO HbAlc 28 7.0% A 0 BH X 52 8
IRF % C B10/LS Bl A 8E X1 LS+EL10/LS Bl G 8ED 7 7R ik L=, %E1%
X2 E L,

(245885 DHbA1C H'7.0%LL LD EE)
Empa 25/lina 5

Empa 10/lina 5 | Empa 10/lina 5
v
N =Y Lina5 i v (245885 DHbATC H'7.0%LL LD HE)
v \EJ v \RD Lina 5+plc 25
(HbA1c H*
7.5~10.0%M
BESUE LD Lina 5+plc10 | Lina 5+plc 10
v
V1 V2 V4 V5 V11l V12 V18
L1~3E1) | 1638 \ 2:8 2438 438 2458
I 1 | H : 18 R
2PU—=UY  F—FUSNILREY &
PU—==2T F—TINIRER YN ] : )
—EgReFgE —00—————————>




V. {ERICEAT 5 EE

FEFHIEE | A 2R

- 5. 24 J#% D HbAlc D_N— AT A )b DZEALE

LA VEREAT

cAEFRS, KRMAFSES, LIE A XU b (RS MHEZRBESNHIE L
72), FRCHER TN AEFRS, BARRAME, ki

BlUGHEmER | - 5 52 KD HbAlc DX—A T A b DR E

- #5552 1% D HbAle D 28 HFEH 5 DA L&

Z DM OFZNMEFHEE (B -
TR R OERR (5 24, 52 %O HbAle 73<7.0%, <6.5%)
R AR OERER (5 24, 52 # %O HbAle A3 0.5%LL HET)
- %524, 52% O FPG, KHE, U= X MNEAMAE, MEOR—ZTF A6
DAL &
- BRI RFEOMEH
- 524, 52 WEOLLTREOEAFHEEE G R/METRXTTEET 256)
-HbAlc : X—A T A 5 05%LL EIKTF
ASAERAIME - R—R2F A )35 3mmHg #8251 T
AKE  R—=ZF A U5 2% BB Z DR
T < 524 % D HbAlc DX—RZA T A Vb OELE
(A %) FEFIE A TH 2 24 WO ZEERIGHR YT D HbAlc DX—A T A b
DAL ETIE, E10/L5 BHX L5+ 77 &R 10 B & Lol U CREGHFIIICH B 72K
T LT, #% 5 24 #7% D HbAlc D_X— R T A L )b D FHE) 25V & (SE)
1L E10/L5 #£C-0.93% (0.06), L5+7ZEAR 10T 0.21% (0.09) THY, 2
BEM O I AL B D 7E13-1.14% [95%CI : -1.36, -0.91 ;p<0.0001 (MMRM :
0oC)] TH-o1,

B 24 1% D HbAlc (%) OB GRIMED D OFHF- 2BV &
HbAlc (NGSP &) (%) ZEHE IR IBEAE  (mg/dL)

L5 858 | EI0/LS BRASBE | LS 858 | E10/LS FRA8E

(N=93) | &5H N=182) (N=93) | H&E5RE(N=182)

¢ 5-mifE 8.36 (0.08) 8.27 (0.05) 178.39 (3.43) 177.25 (2.57)
24 FAFED £ 57l

B> & DLV B 0.21 (0.09) -0.93 (0.06) 434 (2.81) -35.84 (1.79)

KTHARE & D B -1.14(0.11) - -40.18 (3.33)

[95%CI] [-1.36,-0.91]* [-46.74, -33.62]*

Feh-HifE - SPE (BRUERRZE © SE), BRG-AMED D OZALE L U IRRE & 0% :

HSER)E{b R (SE)
*:p<0.0001 HEEHRET VKERE (MMRM) : Observed case % (OC) ]




V. IBICET 2 E

(HZhE)
(DoX)

- 5 52 LD HbAle DX— R T A b OBV E:
HbAlc F OVZERERF fBE O3 S-RIED D OFHEE LB EITRDOLERBY Tho
7~

#4552 1% D HbAlc (%) OFERHMED S OFRFEELH R &

HbAlc (NGSP fE) (%) Ze g RF M pEME (mg/dL)

AREA e G- AELEEER 5
L5 #5658 | B (E10/LS, L5 #%5-5¢ Bt (E10/L5,
(N=93) E25/L5) * (N=93) E25/L5) *
(N=182) (N=182)

L 178.39
B 5-RifE 8.36 (0.08) 8.27 (0.05) (3.43) 177.25 (2.57)

52 I BF O F 57

e o | 006(0.10) -1.16 (0.06) 1.63 (3.05) | -38.48 (1.67)

KTRRRE & D7 B -1.22(0.12) -40.11 (3.48)

[95%CI] [-1.45,-0.99] [-46.98, -33.25]

B 5-RiME : SE¥IME (SE), BESRIEN S O LR L O IREEE D2 « i F 2 LR
(SE)

* % 528 WRF O B O A I D & 22 W (E10/L5 Z ki 5- L 7= B35 L OVE25/L5

IR LT

BhE L7-EB% (MMRM : OC)

< &5 52 % D HbAlc D 28 /5 DB L&
28 3 B LAREIC E25/LS5 B A S22 HE B L 7= E25/L5 # 58 (124 B1)) 12351 D4
7 [HbAlc (NGSP fE) (SE) : 7.48% (0.04)] 725 ® HbAlc (L E1%-0.21%
(0.03) TH-oT=,

(& 4=tk)

B 24 F CIORBL LZRIERIL, E10/LS #C 15.4% (28/182 fi), L5+
7T RREET3.2% (393 ) Thoto, EREWEMR QEILLETEID I,
E10/L5 #EClIid 2 b AR (3.8%) Th o7z,

BRI B BIVERIE, E25/L5 £ T 10.3% (13/126 ) , E1I0/L5 #£ T 3.9% (2/51
) &OVLS B &) T5.0% @80 %1 IZHHBLL, LS HETORBUIRI T,
FAeRIWERIZ, E25/L5 BECIXMEMMEEAIR (3.2%), btk (2.4%), LS #f [
] CIIEEEEER 3.8%) Thoto, BEHIRICESTZBIERIZ R0~ T,

e h 52 8 £ TIRB LZRITERIE, E10/LS &N E25/L5 O 2% 58D 20.3%

(37/182 ), 77 BAHREED 7.5% (7/93 #) &S nT=, b Eh-o=gIEA
1%, E10/LS5 Je OVE25/L5 O 5RETII A7 ~ AR (44%) THoiz,
HERREIERIZ, B25/LS BECHRIL L7z 2 1F (RIS AW, K OO B A1)
JOVEN0/LS BECHBL L= 14 (M) Thotz, RIRHAEY, KONioE
PEFAEDIZONTIE, BSPIRCELT, BEITIREE CH -7, EI0/LS B
THH UMM G R IEICE S o 7203, BEFIIHR G 24 8% D visit &
Bf2I12 131 B BICHTIZE - 72, O FRLITEZIEIC L > THETZW
Sh, fRIEERI N ol Zh b OEEZFEIERIZOT S &I
B,

IR pEORIERRBEEIA Y, ABLESEEGEE 1.1% (2/182 #), LS #&5#E
1.1% (1/93 ffi)) Toh -7z,

2) ZlGHETED  NER =7 Tua DY F 7Y FFUERAAIERNE AL © BEEEER




V. {ERICEAT 5 EE

Q=7 7u Y BEAITIRE R o b a— AR5y 2 RUBEIRIRBE 2 xh G & U758 T AHERIR
B OE LR ER (1275.13 #Br) D

HHY

AR, N L7z 2 oD 83—k (Part A KON Part B) (2 X ViR S iz,
Part A CI%, E10 HiAl1 H 1 [E% 16 HEKROESG LChimfi= hr—/LR
+5y 7 BAN 2 BURE R B 12k LC, E10/LS BdAdE 1 H 1[4 24 BN
Beh Uiz &M, Z2ett, RORRMEE EI0 KO 78R (E10+77
R ERGLZEE LT,

Part B CiX, E25 HifAl1 A 1 [Hl% 16 AR ARG L ThHifE= > b r—L AR
53 7e BAN 2 BUBE RIS B 2k L C E25/LS Bl AHE 1 B 1 [8]% 24 JE R 0 &
L&, Zatk, ROAREFMNEZ E25 KO 7'8AR (E25+7' 7k
R) BFRELEEE B L, SHICRKS2BEEERG Lz & E0aMR
O L2 Z T 5720, 24 HEORGHIR O#%IZ, 28 M DOER 5 5-H1H
EEE LTz,

REBRT A

Ty MMb, ZHERKR, 7T EARE, WATEERM R

ISES

TR ) T a D AT L b a— LR AR 2 B R R
T E BRI A NG 447 ] (Part A 215 5], Part B 232 1)

EA BRI HE
(B - P )

- 2 BUBEPR IR B

BERITEIRIRIC X DIRIR 22 TV W EBE UL 0 IR T3 1 Allic L 5
IR A 2T Q5 B

- HbAlc (NGSP i, LAFEER) 23 8.0~10.5% (JAMZZ T T WEH),

7.5~10.5% (F O IMEERE T3 1 AN L D IBET OEE) ORE
- CHESMIBENRNC HbAle 23 7.5~10.0% D £

< 20 LA BB
« BMI 40.0kg/m? L T O B3

F 7 bRop L UE
(BEKY - B

- SEREREMERE, WA U@ M I A E OB E 2 A 5 BE

- FPRERERR S Ok 2R 98

- BREREE 2 AT O E

» NERAEFRIR SUTRPERIRIE T 2 5| & 2 OHLE FIN &2 0 7 E
« SLEHIORE SR - B A O D BT IE S In IR 2 2 T 1o /8

- MikREE AT D BE

- DUEEIC K DB Z I TR, REEZAREL THIHREEML TS
B, %




V. IBICET 2 E

Fh5I51k

AR TIL, BEOT ¥ 2MLEIUFTIT % 2 BT 72,

BEZ EI0 UL E25 121 : 1 T 2 EEITT L 16 B oA —72 T ~1
ZEMIC L H 1R SEOHRGE21Tolc, =T T VEEMAKT%, &
BRIGEM OB 7 ¥ 2 — VERT 572912, BFIL2 @07 78R8
AMIZAY, EFEO E10 3% E25 4 1 S22 2T E10/LS Bl & HED 77 R X
1L B25/LS Bl B BED 77 B 1 BEDFF 2 fE2 &G-Sz, 16 H DA —7"
T NVEZERKRO 2 WE O 7T B AREAWITE T#ICRFULEICEE L, BRIV
YEIZH A U720y » 72 B3 &, Part A CIX E10/LS Bl A8E X1 E10, % U Part B
Tl B25/L5 BLA$E UL E25 OWF T 1 : 1 T & MEEIR T Lz,
TEERIBERYTICBEETRRESY 2 SERA LZ, =70 T L2 EIC
E10 25 SN 7= BFIL EI0/LS BLAHE R N EL0 O 7 F &R, XX E10/LS Bl &
BEDT TR KONEI0 & (Part A), A—7 > T YUVEEMIC E25 ##5 3
7o BT B25/L5 BLABER N E25 O 7 Z iR, XX B25/L5 BRASED 7 7 v R &
NE25 % 5- &M 7- (Part B), Part B DBEZE DL, —EHEMIBELIL 52 HH
L7, —EHERBEHZRIC 2 BRO%BIEM 23 E LT,

PartA

Empa 10 % @l
¥ s

Ej 10+pl
1 HbAths-mo%l 1 e
DBESHALIE

Empa 10/lina 5

-

PartB Empa 25/lina 5
Empa 25 , 1
¥ .
1 Empa 25+plc

HbA1c H17.5 - 10.0% T
DBES/H LML

Vi va V5 Vil vis
J1 -3 @Fﬁ'l) 16 EfE | 2:Af | 24,8 2818

AD)== 7 OLZEH] PIciEAH] ZESREEI ZESiRiam 2

T ERHIIE H

B NERHM

- 35 24 %D HbAle DR— AT A b DL
AR

cAEES RMAFES, LIE A XU b (RA X MHEZBEESNVHE L
72), FOER T REAEFES, WRRAEME, N1 21Y1

AR EHATIE H

AMEDBIREHAGE B I33E Lo 7,

Z DM OFIIEFAMEE (B -
< # 5 52 % D HbAlc D_X—RA T A b OELE
TR R O (%524, 52 %D HbAle H3<7.0%, <6.5%)
R AR OERER (5 24, 52 # %O HbAlc A3 0.5%LL LK T)
- 524, 52 %D FPG, KHE, v X MEMAE, MEDN—ZTA4 b
DA E
- RARIR RO H]




V.

BB 5 IHH

(A 2htE)

Part A

FEFMIEH T 5% 5 24 % D HbAlc D_—A T A L inD DELE T,

E10/L5 Be&HEIX E10+ 7 Z 2 RICH L TREFFMIICAE BRI T 2R LT, 5
24 % D HbAlc DR_R—RZ T A )6 ORI ZE{v & (SE) 1% E10/L5 BET
-0.94 (0.05) %, E10+ 77 &HREET-0.12 (0.06) % CTdhH-7-, EI0+7 TR
B L il U7z E10/L5 BED#E- 24 1% D HbAlc DX— AT A L )5 DOHHE
B)ZEA B 0D #21%-0.82% [95%EHEIXH] (CD :-0.97, -0.67 ; p<0.0001 (MMRM :
0C)] TH-otz,

B 524 1% ® HbAlc (%) DOEGFMED D OFREE T2 b& (E10 & E10/LS

D HHR)
HbAlc (NGSP1H) (%) ZE G IBE(R (mg/dL)
E10 #% 5-8f | E10/L5 B2 & 6E E10 & 5% E10/L5 Bl & 88

(N=108) | 58 (N=107) (N=108) 5 (N=107)
¥ 5-RifE 8.40 (0.07) 8.34 (0.05) 159.04 (2.31) 159.25 (2.53)
24 M OB 551
o -0.12 (0.06) |  -0.94 (0.05) -2.09 (1.87) -14.38 (1.81)
SHHREE & D 7E B -0.82 (0.08) B -12.29 (2.61)
[95%CI] [-0.97,-0.67]* [-17.44,-7.15]*

BeG-Eifi : SEIME (SE), BG-RifED & OZ bR K O BREE & 02 « FRE 2 V&
(SE)
*:p<0.0001 (MMRM : OC)

Part B

B 5 24 %, 52 B D HbAlc DR_X—R T A )b OFRELE LB T,
E25/L5 Be 881X E25+ 7 T BRIk L CHEEHEIICAEBERME T2 LT, &5
24 1%, 52 H%E D HbAle DR—R T A )b OFRFE Y2 L& (SE) 13Zh
ZHVE25/L5 £ 7C-0.91(0.05) %, -0.86 (0.06) %, E25+ 7" Z & RRET-0.33(0.05) %,
027 (0.06) % Tdh-7=, E25+ 7T REEL Lt L= E25/L5 BED# 5. 24 @
%, 52 D HbAlc DR_X—R T A NG OB BOEIZIETNTN
-0.59% [95%CI : -0.73, -0.45 ; p<0.0001 (MMRM : OC) ], -0.59% [95%CI :
-0.75, -0.42 ; p<0.0001 (MMRM : OC)] THh -7z,




V. IBICET 2 E

ek ¢ 5- 24, 52 1% O HbAlc (%) DFG-HfE A b OFREE 4284V & (E25 & E25/L5
() D)
(D) HbAlc (NGSPfE) (%) ZENEIRF AR (mg/dL)
. | E25/L5 BlA& g . E25/L5 Bl & 8
E25 E25
?gﬁ B (N= A%Qﬁ BEHE (N=
(N=116) (N=116)
116) 116)
¢ 5-RifE 8.26 (0.06) 8.27 (0.05) 149.11 (1.95) 151.78 (2.09)
24 JE IR DA | 405 (171 4501
D OB -0.33 (0.05) -0.91 (0.05) -4.05 (1.71) -9.45 (1.69)
SEHREE & D 7E 3 -0.59 (0.07) B -5.41 (2.41)
[95%CT] [-0.73,-0.45]* [-10.16,-0.65]**
52 SO FL 56 2 2.12 13 (1.84
06 IS B -0.27 (0.06) -0.86 (0.06) -0.60 (2.12) -7.13 (1.84)
SEHREE & D78 B -0.59 (0.08) B -6.53 (2.81)
[95%CT] [-0.75,-0.42] [-12.09,-0.97]
P 50 : SEBME (SE), BSRMED S OB &R ORI L 0% JHCEHE v &
(SE)
*: p<0.0001, **:p=0.0260 (MMRM : OC)
it Part A
C-==XcD) B 524 8 F CITI B L7ZBIWER X E10/LS BED 12.1% (13/107 #1) & OCE10

+7 72 HREED 148% (16/108 i) Th o7z, EREIEM 2 FILL L CTHEL)
%, E10/LS BETIZ Y N—EHI (2.8%) KOUMLH 7 kAR (1.9%) Th
D, EI0+7 7 BARRETIHIMA 7 N AR (83%) ThoTo,
EHERBEWER R OB CHIX /20572,

Part B

B 524 £ CITIE L 7ZBIWER X E25/L5 BED 21.6% (25/116 #1) X N E25
+7 T vREED 172% (201116 i) ThH 7=, FEARENWEMA (2 FILLETHRE)
I%, E25/L5 BECM A b AREEIN (9.5%), MEREMEMEMER (2.6%), 7 h—
VA, RERBD KR B AR (% 1.7%) THY, B25+ 7 T B REET
XL B AREEIN R QMR (4% 43%), BHEFHEMER (2.6%) KO
ShpEEIE S U HE (1.7%) Th o7z,

552 I8 F CITI L L= BIVER X E25/L5 BED 28.4% (33/116 i) J OY E25
+7 T BAREED 19.8% (23/116 ) Th-o7z, EAREWEM (2 FILL ETHRIB)
I%, E25/L5 BEClf 2 hoARBEN (13.8%), MEAEMEMERIEEIR, R B Ak
Bt (% 3.4%), WEBERRRAEREEIN (2.6%), 7 h—T A, (KREED (% 1.7%)
ToHV, E25+ 7 ZvAREECTIImA 7 b ARE (7.8%), KERED (4.3%),
BEREGMERIE R (2.6%), AMEEEED 2 20E, (i (4% 1.7%) Thol-,

S 7 BV ISR AT IR 28 E25/L5 RED 1 BlRE Shuiz, 7ok, AEH]
G HILICESTEY, BFEIIEE Lz, £, SEEHITR- 72,

M bE O EIERIE E25 # 5-8£D 0.9% (1/116 $i)) IZ 4 H i, E10 % 5-#f, E10/L5
Bl A BEREG-RE, KOVE25/LS LA SEf GREClxA b o Tz,

1) AAETFIED R = X7 a2/ 57 FFURAHIENE AL - MEERER




V. {ERICEAT 5 EE

2) REMHR

Q=7 7a P AT = > hr— L R4r 70 2 BUBEPRIE B 4 x5 & L7255 111 AHERR
B L ORI G (1275.13 3ER) !
TURTY TP BAITHIRE 2 v LSR5y 7 B AR 2 OB PRI FR 447 191 A BRI
E10/LS Bl dE d L <X B25/LS Bl &adEs 1 B 1 Bl 24 B 05 L, S 512 E25/L5 ﬁaAﬁm%&“
B U728 138 i it 52 M E CREZMkE L, TNZIEI0 KDVE2S &5 Lk LT, #&
524 8 ¥ TSI L2 BIVEHNIX E25/L5 BED 21.6% (25/116 #) K ONE25+ 77 2 REED 17.2%

(20/116 #1) T o7z, EREIEM 2 HILLETHREL 1%, E25/L5 BETHL A2 b AR (9.5%),
IESEMEMEMEIR (2.6%), 7 h—U A, (KEBD KOIRF 7 N AR (% 1.7%) THY, E25
+ 77 /AREETIEMA S b ORI QR ERD (% 4.3%), BEGEMEMER (2.6%), KO¥h
EERE S o U HRE (1.7%) Th-olz, MOBWERITNT I bERGHE 1 FlORITH -7,
e 552 8 F CTITHRHL L7 BIVE A 13 E25/L5 BEOD 28.4% (33/116 f51]) L OVE25+ 7 7 £ REED 19.8%
(23/116 #l) Td o 7=, EZ2EWEN 2 BILL L THREL) 1%, E25/L5 BTl b RPN (13.8%),
IESEGEPERIR IR, R B ARBGYE (% 3.4%), SEEERRIGEAEIN (2.6%), 7 h— A, IR
D% 1.7%) THY, E25+ 7 T wREETIRIMAF 7 R AR (7.8%), KERED (4.3%),
FEGEMEME R (2.6%), SMEEIED O 40E, E (% 1.7%) Tholz, MoRERIZWT
HLEBERE L FIORBTH T,
EERFIWER TG 28 il £ TICHRWPERFREE DS | IR LTz, 28~52 IR L /- R EIE
Rix7ehotz, F£iz, EFNTR0 -T2, E25/LS BLAEEIC L2 52 HHOREME G I 22 TER
MRRIFTHD B2 DN,
FREROFEMIL, V. 5. (4) 1) AHAERGERER) OESMR)

1) HEETFIE» NG o7 Y a7 ) FFUEEAIENGS A LE - BEERER

@V F 7 TF AT = o — L RA45 70 2 BRI B 2 x5 & L7256 11 AR R AR
K OEHBc G (127519 #8R) 2
UF 70 7F N KD HANRFE Tl 2 > b o — L3R4y 70 B AN 2 BUHE R BB 275 (il &
KT, EI0/LS FLA8E4 1 B 1A 24 AR D5 L, S 512 24 5K HbAle (NGSP fH)
3 7.0% A0 O BFIZITB] X Fi X E10/LS Bl A 8E%, 7.0%LL EOBIFIZIX E25/LS Bl & dE % 28 i
H DA% 24 keI 5- L (BF 52 JAM]), LS &5 Ll L7z, #5528 £ TIZHREL L= @IfEH
1%, B10/LS BET 15.4% (28/182 ), L5+7 7 EAHREET 3.2% (3/93 ) Th-o7-, EREIEM (2
BILL_ETHRBL) 13, EI0/LS BETIEA A7 b o ARHEIN (3.8%) , BEAEPMEM B IR (3.8%) , [HFL (1.6%)
IR (1.6%), M8 (1.6%), FMEEERFEY (1.1%), KM (1.1%), %2 (1.1%) Th-oiz,
HEINCR T ARIEME, B25/L5 BT 103% (13/126 i), E10/L5 BT 3.9% (2/51 f5) K& OVLS B

(] T5.0% @/801%1) 1Z3BLL, L5 FECORBUT RN -7z, FREWEMAIZ, E25/L5 FECI3E

FEBMEARIEIR (3.2%), WEMER (2.4%), LSH#E [BEE] CIHEGEIEMER 3.8%) Thol, #&
HSibizE>TBIERIZ -T2,
B 552 W F TIZHEBL L 7Z®ITEAIE, E10/LS X OVE25/LS D4 580 203% (37/182 451), 7 F
TARBED 7.5% (7/93 i) WSz, mbE0o72R/IWERIE, E10/LS XN E25/L5 O 54
TIfH S N RN (4.4%) , BEEGEMRIE IR (3.3%), BBt (2.2%) , R (2.2%) , 85 (1.6%),



V. IBICET 2 E

08 (1.6%), SMEEEREREGE (1.1%), i (1.1%), B2 (1.1%), Sk 9 FEE (1.1%)
ThHol,

ZREIWEIE, EB25/L5 BECHREL L2 24 (RIRHTEY, KON oEMES ), &K EIO/LS
FECRILL 14 UMtif) THY, mmsﬁf%ﬁbk%&mi%tzioko:m%wi
BREWERIZONT L E 28~52 0ICHEL L7z, E10/LS KO 25/L5 Bl&#lod 52 JE #5112
BDEMITIRIF T, FETREHTRLZEMEORBRERIIA N> T,

FEROFEML, V. 5. (1) ARG OHESH)

2) ZGHETED  NER =T Tua DY F 7Y FF A AIERNE AL « BEEEER

(6) B&E - RAEAIFER

LR L

AEHER

1) ERABERE (—REARERE, HECAREREZ ERARELEERRER), RERFTERT 4%

R—RHFE, HERTERERABROAR

@© I B R A
A) EBEMICEIY 2 R e AR (1)

FEOHR 2 BREREEE T D N T T 4 7 ARLEEE AP K ONEIBL A #E BP O, fiff
MR T TO R AR O L EVEZ OV THERS LTz,

LLESWIEY e A 7 5

JEIEL A IV AESE GBI 1159 151

A 1 ] A5 FHAWIM - 2019 4E 1 H~20214F 4 H, BIZ2HIR : 528

ERBIEEE | AWEHORILRYL, HERAFFROFEILRD

T RBRAE R | AR SER] 1146 B, RITEAORBLEIA1X 2.79% (32/1146 1)
Thotz, EREIEM QAEILLE) 1, TEEMK] 035% (@/1146 1)), TR
I |, TRERIG) MO [ 7Y a~se s a e % 0.26% (3/1146 ),
MECHBE ), THARESHR), RS2 S FEiE) KO TR b KRB 45 0.17%
(2/1146 1) TH o 7=, EIE A EFRITA0BIIFRD D, BHENE123.49%
(40/1146 i) Th o7z, EREELRAFEFSL Q HILLLE) 1, THEZE] 0.35%
(41146 f), WM TiEMpRE), THER) ROV DLARAE] 4 0.17% (2/1146
#l) Tholz, BERLAEFELOI L, KAl OREBEBNIEE TE 20
BESAERS (EERBIEM) 1316 (0.09%) FHEWKEZE TH-7-,
AREDOLREMRFEE L L CHREL TV HAKERD ICB#T 5 H5 )
ORIERIZ 161, MK ORIERIL 2 BIRRD bz, @il (75 mLl k)
1% 253 BIAE S, BWEARHIEIAIL0.79% (2253 %1) THhoT-, F7z,
ERSREREE B (KRFIFE 5B eGFR 73 45mL/min/1.73m? &) 1% 65 BINEE
n, BIERIERD bhieho T,
Flo, ZOMDFERE LT, HRPEMHTISAER] 1109 o> 5 &, HbAlc IX
BEHBAGRTT 7.6621.21%, EEHKTREATTI27E1.01% Tholz, N—2A
TA B TRELE COEEIT-039+1.13% Th o7,




V. {ERICEAT 5 EE
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2) REZHELTERFEOHNERIEIEREL-AE - RBROWE
LB L

N 20k
LR L



VI. Hh AP B4 25 A

VI. ENREICET HHRE
1. EBRZHICHEESHSLAMNTLENE

TR Ta Yy SGLR2MEK (77 )V vnyy L-7uly, Z7)7ayr7n
vL 7Y a—)LK, VveA T Ta K, K7V Tar K, b7 YT
=RV AIL7))

UF 27V TF  DPP-4 [LEK (& 7V 7F U ViKY, EVE 7Y TFr, Tasl
TFoRBERE, TV TN TF o BACKERRE KT, T TTF e, RS TU ST
VKR, A~V TV TFr, NI T TF L ang iR

DPP-4 BHFEHE/SGLT2 LFHKALG A (7 U 70 7 F v BALKFERBEKFW T 7 ) 7 e vk
w, &7V TFN BEKFA T ) ey LRl YY)

2. EHEHR
(1) 1ERERME - ERER

[mo "7 ) Tmry]

Rl C Al STz 7L 3 — RITERRAE A ES D SGLT2 12 & » TUXEZERICHRIN S,
MTIEHHH SGLTLIZ K> THHWIRES D D, =37 U 7w 2% SGLT2 JERAY 72 55 FH.
EHIT, B LD 7V a—2AOFRINEREST 2 Z LK RFP 7L a— 2t & 28NS
, M ETIE5 12,

(VF 7V TF ]

U S 27U 7 F 1% DPP-4 OFEE M2 [ 20 I EAI T 5, DPP-4 [3EREAR 7 =7
7T—ET, Bl A B, Vo NERROMLEN Il £ 2 < OMBICIAS BELL TEY
AT LF LTS GLP-1 & GIP 2 ANEMHE(LT 2, U F 27U 7T % DPP-4 {EME % FHE T
HZET, GLP-1 & GIP LV EREE, ZibA v 7 LF AL D7 7 a— A K17
PEA A O WHRIEAERIZ LY, A2 UoawaietEsing, 612, GLP-1 OFEFICEY
INHIAFIHBIHIE D D, ZNOOERICE Y BZOmBE= Y e —ARgESI D,

(2) EHERMFTHHBRBAE

TR Y Tur )77 TF OB GROMHRTER (7> 1K) 9

Zucker Diabetic Fatty (ZDF) 7 v MZT X7 ) 7uP bV F 7Y 7FF o a2 HEAIT,
HDHVIEIPFH CTHERR O BS- L, 5 30 5% 0 R 0 BBk 4 FE L=, AUC 12 XV 3
L7z 7 v a— 2 REOEEE, BT X TEIEROHEAR G THEIZIKT L, Wil
PR GRHETIE, B AR GRS TR BEE R MEE 7 L 2 — R REOIR T E-NSE ST,

(%%E)
[mo 7y Tmry]
1) SGLT2 FHE/EM
Invitro BT, =237 ) 7P (it b SGLT2 Z&RWIZFAE L (ICs: 1.3nM), & b SGLTI
(ICso : 6278nM) & Lhigs LTI 5000 135 DIEIRPE Ao L7z 19,



VI. Hh AP B4 25 A

2) R 7L o — A
FERIFET VB (db/db ~ 7 AKNZDF 7 v R) IZBWT, =37 ) 7P o (THER A%
FICX VRPNV a—2guit & (54 7 KM Z#insEz 12,
HARN 2 BB RIFGREF I )7 ) 7r Y Img, Smg, 10mg, 25mg XIiX7 7k HR% 1 H 1A
ABBIEROBE Lz, =27 ) 7a P37 7RI~ &5 28 H B OS24 FRl#4 &
TORBERT 73— 2Pl 2 N S 72 19,
0 =\ 7 ) 7urOERENTNE - HEIFRDEBY TH D,
WE, RACIZZ X7 ) 7a Yy L LT 1omg 2 1 B 1 EEIRRTITEIRZ IR OEET 5, ek,
PHRARF 2B EIIE, b E FoIcBIEE L5 25mg 1 B 1 BEICHEET S 2 N TE S,

3) MR TR
FERIHET LB (db/db ~ 7 AR TVZDF 7 v 8) ITBWT, =37 ) 7m0 T HERR A
iz v R FIERAZR LD, &5IZ, ZDF 7 v MZBWT, =7 ) 7ayid 1 |
1| S HERERAFEEICEY, 52 HE (BAT) KOKRE37HAE (ERT) omh s
a— APRE KL HbALe 2K T &E7- 17,
HAN 2 FUBEIRIGERE 17 7 2R, E10 UL E25 2 1 H 1 (8] 24 RKER DS Lz, =23
77U 7a P37 7B RICH A HbAle 2K T &8 19,

(V7 TFF]

1) DPP-4 BHFE/EH
V70U FF UL, invitro lIZ8BWT, b h DPP-4 (4%, Caco-2 Mifldrizk) OIHM: 28 RAMIC
FRET S (ICsoffi : 1~3.6nM) 9, U F 27U FF o oy@hfestic X v, M DPP-4 iHMIC
3B EER (80%LL ) 1% 24 FEFIFERE T2 20,

2) TR M OVERT =
VF 70T FATEFEY (v 7 AR DT v MIZBWT,GLP-1 &4 VAU O WaEHE KL,
7V 3 — AR MERERIC X D MBI B A2 A BICHH L7219, S 512, 2 BUBERIE £ 7 /L Bi# (db/db
~ 7 A, Zucker Fatty 7 v I, ZDF 7 v ) IZBW\WT, Z/ba—2AAMRERIC KL S MbEE FA %
BEIZHHIL Y, BEOA A Y AARPIMEAZ £ db/db ~ U A2V T, HbAle A EICIKT

X472,
HARAND 2 BERFEE ICBWNT, UF 27U FF o ilmp GLP-1 220 S, fbEE 25K
T&E®7- 2,

(3) VERRIERER - FeirER

U L



VIL_ S EhRe I BE 3 % TH

VI. EYEEEICREd HIEH
1. MPREDHER

(1

AR L

ARLEADGCIRRE

(2) BRRHAB CHESNIPRE

1)

B[RS GNEAT—%) 39
HERER A % 515 & LC, ARAURBAIDE M & 7 0 A A — S —iAIC & ) ZE IR 1 LT

A (E10/LS5 Bl A E)

CHAIPEH (E10 & L5) #5514 (56 ), AONTAHK] (E25/L5 B4 8E)

EHAIGEH (B25 & L) #5% (42 4)) omEHREHE T —%, EWohfe 7 A —2 % Tid
(ZoRT, AFIO MG EHERS K OSSR ENRE R T A — & 1%, HAIGFHE S EEIL TR, 4%

FHIRISEME D FEEZ - T RAITH L Z L RS TV 5,

E10/L5 Bl & 8E

=l nM ]

gchx o5 Yy oas v

55

ik

E25/L5 Bl & &

Z 1200 {

i
g 1000 -

0

migchT 25 ) R v

500 -

400 -

300 -

200 -

100 H

—0— ¥ (10mg/5mg) (N=55)
—e— Hi | {5 A (N=54)

S e WY

0

4

8

12 24 36 48 60 72
BE5%EERLh ]

800 -
600 -
400
200 H

—0o— &K1 (25mg/5mg) (N=42)
—eo— B KBt A (N=40)

0 4 8 12 24 36 48 60 72
B 5&EERELh]

m#gh) 5 ) TFUREInM]

migey ) TFUREIAM ]

o N B~ OO ©

=
o N

12 4
10 1

o N B~ OO

—O0— Z¥l(10mg/5mg) (N=55)
—eo— EH|H B (N=54)

-

0

4

8

12 24 36 48 60 72
RE&RERE L h]

—O0— A¥l(25mg/5mg) (N=42)
—eo— B EIfF A (N=40)

T

0

4

8

12 24 36 48 60 72
’E&ER[h]

PR R 22 IE R HA RIS O 452 5% O A PR BEHERS (RN T2 ME + AR Ve R 22)



VL Ehe C BE3 % TH

fERE AR N Z2 R HARIRE O # 5-4% O M h Y Ehpe < F A — X

AN AR V7V TFFv
AA A0 HAl IO

10mg/5Smg N=55 N=54 N=55 N=54
AUCq., [nM - h] 2590 (17.5) 2560 (19.3) 288 (23.0) 291 (23.6)
Cinax [nM] 380 (24.6) 374 (22.4) 9.92 (36.6) 9.35(42.7)
tmax [h] 1.50 (0.667-4.00) | 1.02 (0.667-4.00) | 2.02 (0.333-6.03) | 2.00 (0.333-6.02)
tia [h] 10.1 (27.4) 10.3 (24.1) 54.4 (21.0) 55.1(22.9)
25mo/5me N=42 N=40 N=42 N=40
AUCy.i, [nM * h] 6110 (21.2) 5840 (20.5) 271 (22.1) 256 (21.7)
Cinax [nM] 892 (26.5) 826 (23.5) 8.71 (37.0) 7.83 (30.5)
tmax [h] 1.50 (0.667-4.00) | 1.25(0.667-3.98) | 1.50(0.333-6.03) | 1.75(0.667-10.0)
tix2 [h] 14.0 (35.6) 13.7 (37.4) 55.3 (18.7) 56.0 (26.6)

FIRME (EERELY),  tmax (X FRAA (/] ME- 5 K AE)

2) RiE#H G-
L ERR L
(%)
[T ) Tr ]
AAN 2 BIBEPRIGERAT I, E10 SOVE2S A Z28RE 1 H 1 [8]28 HEER DG Uiz & oM
%, HWENIE (T A —H2 & FitlR T, Con LOVAUC B HEH U= BT 1.33 LA CTHh 7219,

N #5188 B 57~27HH #5280 B
;\ 1200 A
R 1000 —o 25mg
> 800 I
S .
2 600
AY
o % 400 kT
i 200 %
= | —"— —
H# 0 ="
24 144 312 480 648 660 672 684 696 708 720
VIERS5%ER [h]
2 BUHE RIS R I 10mg M Of 25mg % ZEfEIRF AR A% 1 156 -7 O - i S i BEHERS
(BNl + IR 7S, #5-1 HE N=20 %1019, #4528 HE N=18 % 1X17)
2 RUE PR P BB A | 22 JE R B R O 1 1% O I S P 3K EhRE N T A — &
AUC . ss[nM - h] Crnax.ss [nM] tmax, ss [h] tin,ss [h]

10mg (N=18) 2610 (16.2) 407 (25.8) 1.50 (0.967-4.00) 14.3 (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 ME)

(%EA?—&)%EA@%WA%@(MW)mzyﬂﬁu7m9yﬂMg@w)%151Eﬁ
G Lica, =7 ) 7ayr OmEPRET S FIH OFL £ TIEFRREICE L 2,
W) =7 ) 7l ORRBENTRE  ARIIRO BV TH S,

WE, RACIZZ X7 ) 7a Yy L LT 1omg % 1 B 1 EEIRRTIUIEIR%Z ISR O#EET 5, ek,
NEARTGRGEEITIE, e+ BliE2 LN s 25mg 1 B 1 ENCEET LI ENTE D,



VL Ehe I BE 3 % TH

(VF 7V TF]

HA NERERR A BYEC, LS 222 1 B 1A 12 ARER ARG L & & omiEhRERER %
TRUCRT, 5 3 BRICIERNT E—ERE L /e o7, AUC B HEH L7 BRI O
PIEIEL 1.28 THY, BARHETOEWRREIIZ) F 27U FFroRBIIEHFES LT RNnEE X
bILD 0, VF 7 U TF o OEDBREHNFFHAERT LEZ BN D AUC ORERENHF ML

72T 122 B Tdh o 72 29,

%5188 ®52~118H %5128E

=20

s

=

%w-

A)

th

N 10 |

2

-; 5 4323322323211
g

16 20 24 48 96 144 192 240 264 268 272 276 280 284 288

514850 [h]
TEFERL AT Smg ZEREIRFSIERR 1 ¢ 505 O AR R EEHERS (RN A HE(R 2, N=6)

0 4 8 12

BEFRERR A B VEIZ Smg ZEE R SRR O & 5% DR P S EhRE ST X — X

AUCr [l'lM h] Cmax [HM] tmax [h] tin [h]
B 1HHA 151 (26.6) 8.71(353) | 5.00(0.500-6.00) NC
512 A H 193 (16.2) 12.0(29.1) | 2.25 (0.500-6.00) 143 (16.5)

N=6, NC=HHET, KBTI RAEERE%), tme TP IME G/IME-f A M)
tz : FERFE T O HPeH

AAN 2 BUERIEEE (1596 (L5421 B 1826 @EHRE L& &0 b7 7RO MIEFEED
(il CREENEE %) 1% 642nM (33.0%) ~7.15nM (30.5%) T o722,

3)
LR L

4) BRE - GtREOZE

1) BEOREO
AARNIERER A S (22 ) 12, AA] (B25/L5 Flbde) % ZEfs ki OVRZICHERR A£G Lz &
E, Crmax XV AUCo, DRMTENEDOLL (R /22 5 &2 D 90%EHIXKHIE, =23
70 7aY T 749 [66.3,84.6] %K% 1N86.0 [83.4,88.7] %, VF 2V FF o T557[482,64.3] %
K822 [78.4,86.2] % & ZEfEME . & i L CRG G TR o 7o, ZEMERHR G LI L TR
BB toae DRI X7 ) 700 TLORE, U F 7Y 7 F2T0.5 RERIER LT,



VL Ehe C BE3 % TH

2) DRI
X7V Ta VR FF OO0 GKEAT—%) D
RN M (16 ) 12, E50 & L5 1 B 117 AMEFAKES LI2GEEG, =37 ) 7o
DR F 7Y TF o O ERE~DORFEIRANCRE & 72 2 BT Do T,

) =7 ) 7u v OARINEHE - AREIRO LB TH D,

WE, RAIZZ X7 ) 7a v L LT 1omg 2 1 B 1 EEIRRTIOIEIRZ ISR OEET 5, ek,
PR BEEITE, RiBE2HICBIE LN 25mg 1 B 1 [ENIEET L2 LN TE D,

(B%E)
(= RXT7 ) T7a ]
OFL747moN e GMEANT—4) 20
RN (18 1) 127 57 4 7 m )L (EWAKGE) (OATPIBI, OAT3 K& U CYP2C8 DR EH)
600mg 1 H 2 [ (1200mg/H) 5 HRIKERZE NG L, 747 47w oL (ERNRER) #5608
A% 3 A HIC E25 # R ORI G Lcgd, =o' ) 7 a o vy o B GR35 0f
G RE DT EEE D L & Z D 90 % EFHIXK L AUCo... T 159 [152, 166] %, Cumax T 115 [106,
125] % Th o7z,
@V 7rrer Lol GHEAT—%) 2
fERERR A (18 ) IZE10 &, U7 7B (OATPIBI }2 U} OATPIB3 OFHEH]) 600mg % H
B O PERR G LG E, =o 37 ) 7 a P OB 5RO 5 OF A % 500 i ) E
DL EZ D 90%(EFEX ML AUCo. T 135 [130, 141] %, Cumax T 175 [160,192] % TH 7=,
@7 mr_xv FLDfiH GMEAT—%) 2
fERERL A (16 B) 127 a3 K (OAT3 KON UGT OFEH]) 500mg % 1 H 2 [ 4 HFKER
N5 L, a3y REGBMA% 2 B BIZEI0 ZHEREAOAKRS LizGE, =707
1Y ORI GRS D OF G- R O S A E O B & 2 D 90% 5 X #IL AUC... T 153
[146,161] %, Cumax T 126 [114,139] % TH 7=,
O Zotho3EY & O GMEAT—4)
TRT) T a P OFPEREITIA MR, FYREY R, A 7Y X0 a2
TFN, VFTVTFUD, ONT 7 YR, RIGRINP, FI TV (ENRERE) P,
VUNRREF M FRE (E FeseeF T U RERNTEIR) DEOHFRIZ L DB
Eh&ﬁotoik,myA7)7HVV®%m:ié%b$w:yW,7)%t)Fm,H
TN Y FFN YR T YTFD T T Y3 IR 3,
FZI7U I (ERRKGR) 3, oz F o3 HRE (e RezenF 7Y RERRT7E

R) 39, BOBHTIHR (ZF =LA T VA — KRRV R LA R R L) 3003 EIEE~ D
PRAJIZRIE & 72 D3B3 B B o T2,



VIL_ S EhRe I BE 3 % TH

T R7 ) 70 Oy ORI RIET O OB

X . FEWENRE X T A — H ETEEE DL (%)
G e S T U:uy‘y (90%CD ff /R
A&
AUC, Conaxss

A REALI 1000mg 1 H 2 [A] 50mg V1 A 1 [] 96.9 (92.3,102) 100 (88.8, 114)
JYAEY R Img Hi[H] 50mg ¥V 1 @ 1[H 95.2 (92.0, 98.5) 95.6 (88.2, 103)
ATy B 45mg 1 B 18] 50mg ¥V 1 H 1@ 100 (96.1, 105) 93.4 (85.1, 103)
SRIVFF 100mg 1 H 1 [A] 50mg ¥V 1 H 13 110 (104, 117) 108 (97.0, 119)
VFrT)TF Smg 1 H 1[a] 50mg V1 H 1@ 102 (96.5, 107) 88.3 (78.8, 98.9)
Py NS 25mg Hi[A] 25mg 1 H 18] 101 (96.9, 105) 101 (89.8, 113)
NF L 120mg Hi[ 25mg Hi[E]E? 103 (98.9, 107) 92.4 (85.4, 100)
FIFY 5mg 1 H 1] 25mg 1 H 18] 96.6 (93.1, 100) 105 (97.7, 112)
SRR T 40mg Hi[A] 25mg Hi[E]*? 102 (98.9, 105) 109 (96.9, 124)
SN A= Rt S AN 25mg 1 H 18] 25mg 1 B 18] 107 (97.1, 118) 103 (88.6, 119)
FoEI R Smg 1 H 1[H] 25mg 1 H 18] 108 (100, 116) 108 (97.9, 118)

WD) =27 ) 7a P OERHARIT 10mg LT 25mg
#2) HEZRGTOFMBORD, AUCow, CmaxHEHHE



VL Ehe C BE3 % TH

PRIy ERICKIFT =T ) Ta P o

TSy TaT IENRE T A — X BATEEEOLE (%)
GIFEE S A= [ (90%CID) /50
J=:A
AUCms Cmax,ss
AR 1000mg 1 H 2 [A] S0mg £V 1 A 1 [ 101 (95.9, 106) 104 (96.5, 111)
JYAEY R Img Hi[E[®? 50mg V1 H 1\ 93.3 (86.1, 101) 104 (89.5, 121)
=zl VNG
90.0(77.9,104) | 87.7(73.9,104)
v Z Y M-I
10mg 1 A 1[H]
99.4(874,113) | 957(77.3,119)
EATY 2V MV
95.0(853,106) | 92.6(77.3, 111)
vA s K
89.0 (72.7, 109) | 90.2 (6.8, 122)
. X EA Y H Y M-
= AU 7N 45mg 1 A 1 [H] 25mg 1 A 1[H] A7V M-I
99.5(89.1, 111) | 104 (80.8, 133)
EA Y B2V MV
101916, 111) | 113(90.8, 139)
=zl A VNG
911 (774,107 | 89.9 (710, 114)
‘ T U BT M
Somg®V 1 H 1 F7) &Y M
98.9(90.7,108) | 91.9(77.1,110)
EATY 2V MV
96.1 (91.9, 101) 89.0 (76.5, 103)
VETYVTTF 100mg 1 H 1 [&] 50mg %V 1 A 1 [H] 103 (99.0, 107) 109 (101, 117)
UF sy T smg 1 H 118 50mg ™=V 1 A 1 [ 103 (96.1, 111) 102 (86.9, 119)
R-UNLT 7
L 98.5 (95.3, 102 97.9 (91.1, 105
UNTr ) 25mg HA[A[E2 25mg 1 A 1[H] ( ) | ( )
SSULTF Y
95.9 (93.4,98.4) 98.9 (91.8, 106)
D 0.5mg Hifa]:? 25mg 1 F 1A 106 (96.7, 116) 114 (99.3, 131)
ZI7U
o 108(101,116) |  104(89.7, 120)
FI7Y Smg1 A 1A 25mg 1 B 1[H] —— =
77V T7—h
98.7 (96.0, 101) ‘ 98.3 (927, 104)
SUNRABE T
o N 101(80.1,128) | 97.2(763,124)
UNRRBF 40mg Hi[a[*2 25mg Hi[A]
¢ ¢ CSURABT U
105 (90.1, 122) 97.3 (84.9, 111)
L RazoaFrYR 25mg 1 H 1[4l 25mg 1 H 1[4l 96.3 (89.1, 104) 102 (88.6, 117)
roEI R
101 (99.1, 104) 104 (93.8, 116)
_ 73 F-Ml
FZ7EIFR Smgl A 1[5 25mg 1 H 18]
104 (100, 109) 103 (94.1, 112)
FZ&3 F-M3
103 (95.9, 111) 102 (97.7, 107)
SNVERXNT VA —
/IV% NEARZVE 30ug 1 A 1 25mg 1 A 1] 103 (97.6, 108) 99.2 (93.4, 105)
LR VAR R L 150ug 1 A 1 [a] 25mg 1 H 1[4l 102 (98.5, 105) 106 (99.5, 113)

H1) =7y 7alrORRAZREIR 10mg KT 25mg
H2) HEHRE TOFMDT, AUCow, Cmax?>5EHE




VIL_ S EhRe I BE 3 % TH

(VF 7V TF ]

@OV r e opftl] GMEAT—%) 3

fEERER N (12 41) (2L5 &V b E/L200mg 1 H 2 [EE2HHAZS LZSGA, V70V 7Fro
AUCo240 MO Conax [TV T 7Y T F BB G HERT 2 fE RO 3 5 B LTz,

@V 77 Lol GMEAT—%) ¥

fEEERR AN (16 ) ([ZL51 H1EKEOY 77 B2 600mgl H 1A 6 BEHHELE LSS
UF 70 TF 2D AUCrs K Craxss 15, ZALEI 40% K TN 44% 1K F L7z,

@y nNAEF L LD GMNEAT—%) 3

Rk N 20 41) IZL101 H 1 m& v "AXF 2 40mg 1 H 1 [H 6 HEPFHEG LI-GE, v
URABF RO U NAZF VRO AUC 5 MO Cnaxss 15U T 27V 7 F A G2 L0 10~
34% B Lz,

@A FFNLI LD GMEAT—%) 4O

fEEERR A (16 61) IZL101 H 1[E & A b/ 850mg 1 H 3 [\ (2550mg/H) 3 HREHHHZEL
L7z, A MBI D AUC I F 7V FF R GEOEBITIA N5 72D, Craxss
T N%IEF L2, VT 7Y T F oD Chaxss (A BN UFHBEG- OB D72 T2,
AUC 4 13 20% FH- LTz,

OrA7 Iy O GHEAT—#) 4

fEERERR N (2041) ICL1I01 H 1 RE AT Y XY 45mgl B 17 HIMPEREES L7258, !
TV TTFoOEYEREICHT AT ) X U ARG OREBIIA LNl AT
2D AUC Y T 70 TF P RGO BT BRI 572Dy, Crnaxss 15 14% 1K T L 72,
A7 H Y DIEERE TH D M-I K M-IV O AUC, s & O Craxss (2 Y F 7'V 7 F R
BeHOEBIIH LI oT,

®7 V77 I RO GMEAT—%) @

R A Q0 %) ([ZLS1 H 1[EE U7 Z I R 1.75mg HEIFA®R G LG4, V707
F U OIEMEREIT T2 7 ) R 7 T I R G ORI LN ole, TR T T IR
D AUC) o X O Coax 1V F 7V TF U RE G2 LD 14%KF LT,

@ D OFEH L OB GMEANT — )

INT 7B, oIk ROBME (ZF= LT A T VF— VROV AR VLT A R
LV) L OIEMFEERRBROFEER, V-7 U 7T oftEGICL D, ZhboEA DR
WENREIT 3 D R BA A b o T,

W) VF 7V TFFrooRRBINIHE - AEITROLBY TH D,

WE, RAZIZV 7V 7T LCmg%x 1 H 1 EROEET 5,

2. RUEERINSA—45
(1) BiHA

LR L

(55)

(=P Rl = A



VL Ehe C BE3 % TH

FWERE ST A =213 A ss— h AL NET UM IRIEER PKAEHTIE & 0 B U7, RISER] PR iR

QI T 75 A b, —UCEEERINL O—YH TR A ARE LTz 2-21 73— R A v MET VR RV,
[UF 70 FF] 404

AEAIEARANZ G L LI BRRERER D & 1% 5z e rp i e 2 - REAR R SR Eh e b %
1To77, ZNHOIIN O LNTZEEET MIH R L R— M A FEOERM I R— A B
IZB T I EARES EBAMIRRE A6 ZMAAATE2 2 X— M AV RET L ThH o7z,

(2) RAGEETEH

ZUER R L
(%E)
[Ty T7av]
WRISGER B E S (ka) @ 0.192h! (REAERH PKARATIC L 5 HEEH)

Q) HEREREEH
AR L
(%)
[(Zo 7Y 7ay ]
A A NREER A B EIZ E10 L O E25 % ZE IR HLEI e B L 72 & & ORERF O I BT 2
F10.0748 2T 0.0649h! TH - 7=,

4 2IU752RA

R L
(%E)
[moR7 Y7y ] W
11.0L/h (REEEH] PK RATIC X 2 W ok n 7 U 7 7 o ZARF& )
HANEERER A B (% 6 6) (CEI0 RONE2S ZHER NG L EOB 7 VT 70 A%
LI 29.9mL/min M ¥ 34.8mL/min ToH - 7=,
(VT U TF] 20
AR S EIZ LS % 12 A S L@ R IREBICEBIT D NI D2V 75 A (CL/Fy)
1% 913mL/min TH - 7=,

(6) AMER

mMERR L
(
[T 7]

76.5L (FHERA PK f#HTIC K 5 Lo T OEFARRED
(V7 TF] 20

HA AR A S LS & 12 B RS L7z E ik

1% 11300L T - 7=,

%
%

AR FE D HEE fE)

&

P

BT D BT OSAERE (V/Fs)

E



VIL_ S EhRe I BE 3 % TH

(6) Zmih
MR L
3. BEMH ((REaL—L3y) B
(1) R AE

M ER R L

(Z%E)

(o X7y 7rvr] @

FITEA LDDDH—RRINEEZT 2-a /"= A NET IV

RHEM] PK fiftr 2, IR RET ) 7 (NONMEM®) Y7 b7 =7 Version 7.2 (ICON
Development Solutions, Hanover, MD) % HAWC, JERBIREDIRET NIV ELTZ, ET /L
DEPUL, % D goodness-of-fit criteria | &L WIT 72, PK /3T A =233 2B BOLED
FEfE, T VRERETAEERAVTITo T,

[(VF7 ) 7F ] GHEAT—2) 4

e L X— kA M ROSRR 2 o3 — b A v MBI 28 E A5G (RBUREARRE G 68)
EHAIAATE 2-a L = R A RET L

NONMEM YV 7 + U =7 Y A7 LaHWT, HERIBIRGRET M & D REEHIRT 2 5 L
T2 FEMEREITM S 2 B RO BOMGHT, BEHINELR A EEZ T T2 72,
Quantitative predictice check (2 XV, EF VOMERELZFM L7z, £z, v Ial—Ta i
£V, VF7VTF o OEWEREI T DA FRICAHE Th - e BB OB TN LT,

(2) WA= EHER
M ER R L
(B%E)
[T YTy r]
AARNZ G & U RHEMENT OFE R, =27 ) 712 CLF 1% eGFR DX FIZfE- T
T L, eGFR %% 60, 30, 15mL/min/1.73m? ® B3 TIL, eGFR 7% 100mL/min/1.73m? D BE 1T,
AUC. (1TZFNF1 195, 51.9, 93.1%E< 725 & TRl &z, EOMOZEENER (MR, i,
AT, AST X UHREEH) TPK /N7 A —Z DO—{ICEDNRBO bNT-R, TOREITENTH T,
(VF7VTFFr] GMEANT—%) 4
SME N Z xS & U 7o RHEMBE B BT DFER, A RAAI O, KE, y 7402 IV RT v
27 =7 —X, FEH{D DPP-4 &M, K], Fin, (KE, ML BMI 2SHEHICA BRI
BCHDLIEBW LN ToD, Hx OIREEICL DTN Q0%AKT), WThodk
BROFELBRKMICHEE 22 b D TRV EEZ bk,

4. |

M ER e L
(B%E)
(VFT7 U TFo] GNEAT—%) 0



VL Ehe C BE3 % TH

WL R - ShEABERE BRI UC-V 7Y 7 F o Smg B FRIRINEE G- OV 4C-U 7Y 7F 2 10mg
ARG LT & & Ol BURRE DR EE & O I S < WIETT 36.7% Th o 72,

NATT_XAZEDT 4
MMERR L
(%%E)
[y X7 ) 7avy]
TURT Y T a Y DR ANA FT XA Z YT ORRFHIAT o TRV, HARANEEERA
B (3% 6 61) 12, E10 MO E25 2 ZEEIFH ARG LTz & & O 54% 72 BF#] £ TORPARZLEL
FERIERITZNENREGBED 21.3% KL N229% TH Y W), XA 3T XL TV T 1132
UEThsEHZEEND,
(V70 7Fr] GFEANT—%) D
SME R B PED, L10 28/ & L CRAKZE L & E ROVLS ZFrlkNE G- L& & (%
10 ) OF =% % RAWTHRIANA AT XA T80 7 4 R LR, 30% Tholz (FHE
SR B REARAT 12 & 2 HEEAH)
W) UF Y FFroARSNEME - HRIEIROLBY TH 5,

W, KNIV F 7Y TF L LTomg % 1 B 1 EROEET 5,

5. 4 A
(1) ik — MBS P @s@

MR L

(B%)

(27 Tnor] (Ty k) P

Z v MZWUC-mo X7 ) 7% Smelkg #E OG- Uiz & &, AR OFERE VMM, AN,
JERE, MR, R (CHOHBRIIME S e o Tz,

(WF 7V 7F] (Ty b~ R) D

Wil Lotz (RS,

(2) Mm%k —RaEERAPTEBM
MR L
(BE)
(=7 7avr] (Fy k) ™
AR T v M UC-=2 X7 ) 7oy % Smekg RO #G- Uiz & &, BRIRITAR BN REIR FE 23R
LT,
(F7VT7F] (Ty b v¥F)
MR Z25@iE L, IRICE THOfMT 52 EarEnz (T v k550 ROy ),

Q) Eir~0BiTiE

LB L



VIL_ S EhRe I BE 3 % TH

(&%)
(o7 )7uvr] (v k) 9
BTy Mo HC-m Ty e Pk Smg/kg AL Lz e &, Fh/amE hBoR e b

b 1 RFfEIT2 T 0.634, #5- 8 IFf#EI2 T 5.00 Th o7z,

[VFT7UTFr] (T h) ™

30mgkg O “C-VF 7V TF U ETy MIROEET 5 &, BGEEBAED 035% (CEEHE)
23 24 R LA FLIH HICRBBAT LT,

4) BER~NDBATIE

U L

(5) ZTOthOEE~DFHEITHE
MR L
(B%)
[mo X7 ) 7uyy]
EANT—5) SME MR A B (8 ) (T HC-m 7 ) 71y 50mg Wi % 1% A& 5
L7z & & OIMER/ME O Fiht RERRFE D /34 il 28.6~36.8% T > 7= %9,
(v b)) ATy MTHUC-m 37 ) 7a Y % Smg/kg f ARG LT & & O#AE P RER
ExEENREA— N T V7T 7 4= XV LTz, R R&EG5% OO/~ /516
FOTNThot, &G 1 R IC RS T O REIREE (Cra ; 447ng Eq/g) 3388 H LT,
PR O BRI G 1 BFRIPZC Conax \CBIFE L, #6572 BT & CITHLER D S 1K U720 Cona
o TR, TR, ERCE, B, BHMEAOER CTh oo, THEARROME (MK,
KA, FERE, WA, R KOURERSCE D A 7 = U S CIE, BETREIIRIE Shieh o7 9,



VL Ehe C BE3 % TH

FET v MUC-m 7Y 7Y v % Smglkg % A5 Uiz & & OB e B

HEAR 1 FgfH 8 HRFfH] 24 R 72 B
[ng Eq/g] | A8/ MAELL | [ng Ba/g] | FEARIMGELE | [ng Eq/g] | MM/ IMAELL | [ng Eq/g] | AR/ M AL
L= 297 0.706 ND NA ND NA ND NA
RE- 12400 29.9 ND NA ND NA ND NA
B 1470 3.64 172 5.82 ND NA ND NA
BBNEY 35900 - 37300 - 4390 - 103 -
RHENEY 2930 - ND - ND - ND -
RiE 897 225 ND NA ND NA ND NA
AR 7 SR iR 215 0.488 ND NA ND NA ND NA
=i 2540 5.78 880 18.4 251 80.4 ND NA
KGN 19900 - 68300 - 4840 -- 138 -
NI 367 0.827 ND NA ND NA ND NA
JF gk 4060 9.19 379 7.63 ND NA ND NA
fifi 290 0.618 ND NA ND NA ND NA
gk 223 0.522 ND NA ND NA ND NA
I 447 1.00 50.4 1.00 1.94 1.00 BLQ NA
B 5z iR 415 1.12 ND NA ND NA ND NA
[FIRYA 265 0.590 ND NA ND NA ND NA
BRE 2890 6.66 1340 27.5 454 139 ND NA
EHEE 2050 4.64 422 8.56 76.5 39.5 ND NA
WY I 263 0.602 ND NA ND NA ND NA
& 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
B 17700 - 711 - ND - ND -
i e 734 1.76 BLQ NA ND NA ND NA
7 14100 30.5 2410 45.8 94.0 48.6 ND NA
ND : B9
NA : 45
- B

BLQ : E& FIREATM
1) MR RER E XRIA Y v F L —a v U =k 0 HE

E) o7 ) ou P oRRINEHE - ARIIROEBY TH D,

W, RACIZ X7 ) 7a YL LT 1omg 2 1 B 1 EEISRIUIFIR% IR O&E5ET 5, vk,
MREARFIRGETIE, BBZ B LN 5 25mg 1 B 1 EIZEET S Z LN TE 5,

(6) mIFEFHFEE

MMEER L

(%)

==Y/ R =R

AN 2 BB R R (BMERE L, 8 ) I E25 BN E Lzt &z 7Yy 7y
VDO MFEE ARG S 3RIT 84.7% Th o 7= 9,

(invitro 7—%) & MLSE, 4%b MITET VT 2 2 RO0.07%al-FEMERERE 3 2 VT, 0.01~
1.0pug/mL DOEFEFEFHIC IS T D UC-m 7 71 U D in vitro & SO & EHEDBHTIEIC X 0l
LT, b MR AR E 1L 82.0~84.5% CTh o7z, & MIJET /LT I OEARAHRIT 80.3



VIL_ S EhRe I BE 3 % TH

6.

~83.6%, ol-FAPEFEE A TIL10.6~16.6% TH Y, b MIFEFHOERFESERILE MjFE T LT
I EBZLRT O,

[VF 70 TF ] GnvitroT—4)

U G270 FF D in viro MBEE AR S FITIREKLFAITH Y, 20M TD 98.8%7>5 20nM TD
84% ~L P LTz, 30nM UL ECIIEARKBERITIIE -EThH o7,

Ko
(1) PR RS

M ER R L

(Z%E)

(o7 Tnvr] GMEANT—%) 9
TR AN EIC BC-m X7 ) 7Yy S0mg TR AR NG L & & (8 41]), mAgEFICIEIC
REACAEFED i (AR )T 2 EIA 1L 75%8), ERREWmIE7 Vs v v Biasn
Toholo (MAEF R 2 BIE 134 3.3~7.4%) .
H) =R Z Y 7Py ORBINTHE - HEIROLEBY TH D,

WE, RAZZ X7 ) 7a Y L LT 10mg % 1 B 1 EEIRRTIUIFRZICROEET 5, ek,
ERF R GAITE, BEE+2ICBE LN 25mgl B 1EICHEETHZ &N TE D,

(V70 7Fr] GREANT—%) 0
TERERLAIZ UC-U F 7 ) 7 F o 10mg RN EL- Lz & & (6 6), MmIEFITIZFITREMENTE
D AL (M BRI 2551349 62%), F I CYP3A4 IZ X » TAKT D XY
Vo NVEOKBILIETH o7z (AEF SRR 2 FIE 13489 5%) .
E) VI IFroERRSNIHE  HREIRO LB Th 5,
EE, RACIE)F 7Y FF oL LT Smg a2 1 A 1 EROBET 2,

(2) KBEIcBIE5T 58K CYP %) ORFE, FEE

MER R L

(B%)

(o X7 Y Tav] (invitro T —H4)
v hOF 7 vy — 2k laZ VT 7 ) 7a o OREFHI LT 2 A, = X7 7
B ARIEE A EREEZZIT 7772 8, T RO ERUZIE UGT2B7, UGTIA3, UGTIA8 KT*
UGTIA9 23BE5. LTV, CYPEEROBGIXZE AL/ oT7= 0, = X7 ) 7a v iie MFEI 2
Y — A0 CYPIA2, CYP2B6, CYP2CS, CYP2C9, CYP2C19, CYP2D6 }¢ (X CYP3A4 %A L7227 >
7260 60 FEFEHEABRICI\ VT, CYPIA2, CYP2B6 KUNCYP3A4 OFEITA D72 M),

LV 7V TF ] (invitro 7T —4)
v MNFIZ7r Y —2A kU0t MFMRIZE S UC-U F 27U 7F o OfRGENIRD THHWDS, 72518
B OERKIZIE CYP3AL 23BEG- L TEY, o CYP BEEOE G372, V7Y 7T
e MIFI 7 1Y — A0 CYP3A4 {EHEEZF AN ET 2R EOREEFTH< (Ki=115uM),
CYPIAl, CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2El }



VL Ehe C BE3 % TH

NCYP4ALl ZHE L 720> 72, £72, B MFI 7 1 Y — 240D CYP3A4 %95~ IR WA
PR L7279, B BR 28\ C CYPLA2, CYP2B6, CYP3A4 OB E XA Lo 72D,

(3) DEBBHROERRUTOHE
LB L

4) KEHOFEEORERWFMRL, FHELE

MER R L

(B%E)

(o7 Tryr] GMEANT—4)

FEAERBEZTT, HRLEWREWII I s o BIAE GEE) T, FREhORER
Z= X7 ) 7Y o BERERED 10% K Tho7n (3.3~7.4%) 9, Wi ivd SGLT2 (Zxf
T OMEMITMRD T <, BMRAVRIEHEER L BER W EE 2 bl

LUV 70 TFo] (invitroT—H)

V> 70 FF oo FEENHE (CD1790) 1E 1uM (28T e kD DPP-4 ([Zxt LA E R LENER %2
RITeh otz P, (t-T, BHEHRENTORBMNRY 27 ) 7F @ DPP-4 ILEERICH ST
HAREMEIX 722 R E N,

7. 8 M
(1) BEMERGL B LR RE

MR L

(BE)

[mo 7Y 7rvr] GMHEAT—%) 9

PRH B OB

(VF7VTFFr] GMEAT—%) ™
(CHEFICRE R S LCHEIE S D,

(2) #F it =

ZUER R L
(B%E)
(mo 7Y 7uv]
HARNEERERR A B (45 6 ) 12 E10 R OVE2S Z#HER O h- L= & 2ok 5% 12 Kl ETo
PREPRZACAHRIER T E N E R G ED 21.3% K 229% Th 724,
GEAT—2) BEERABME @ fF)) (2 HUC-m 7Y 71 50mg iR & B O # G L
e &, WHHEREDK 54.4% D3RS, #941.2% 03 PSP S T, RO I PEfE S
Tz BRI T 2 RE(LIROEIGIXZ NI 43.5% K T 82.9% T - 7= 9,
) = R_7 ) 7a Y OERINTME - HEIIROEBY TH D,
WE, FACIEZ 7Y 7e P L LT 10mg & 1 B 1 [BEEIRETSUIFIRZICR OS5 T 5, ek,
NEARF G RGAEITIE, BEE+SICBE LN S 25mgl H 1 EICHETHZ &N TE D,



VIL_ S EhRe I BE 3 % TH

(VF 7V TF ]

A AMERERR A (6 ) (L5 ZH[EfE A5 Uiz & & 045 24 BRI £ CTORPRE(LIRYEIER
135 0.6% Th -7, B2 VT 720, HilEkEA#REGRE 7.09mL/min TH -7 2,

GNEANT —%) SEANEERER A (6 61) 12 ¥C-VF 27U 7FF 10mg ZHERER DG Lz & X

, 5% 96 R F TITE G HUERE DK 5% 3 RHIUZ, #9 80% A#HICHRM STz, JRKEOVEE
HZ P S VT RE IS KT D REMMRDOEIR 1T EN TN T1% K N9 % TH -7 7,
W) VF 7V TFFroRRINIEHE - AEITKRO LB TH D,
WE, RAZIZV 7V 7T LCmg%x 1 H L EROEET 5,

(3) BEitRREE

LR L

FS U RR—5—IZEET H1ER

MR L

(%)

("7 U 7avr] (nvitro 7 —%) 7 7 70
T X7 Y 7Y id P-gp, BCRP, OAT3, OATPIB1 %X OATPIB3 OB TH-7-, F7z,
T X7 Y 7 a Y iE BCRP, OAT3, OATPIB1 K TF OATPIB3 (Zxf L CHHV\BAEIEA (ICsofE :
% 114, 295, 71.8 KN 58.6uM) %7/~ L7228, P-gp lZxF L CHLUEMER Z RS o,

LVF 7V TF o] GnvitoT—4%)

VF 70 TF AL P-gp ODIEETHY, FHWHFEAITH -7 (ICsofH : £ 55uM)

9. BNFICLHBRERE

LR L

=AY/ R =R
HARNBEHEREE T R OB, SR, & BB aERE 5 o 2 BURE IR 3812 B25 HIER n i 5%
1T o 70, BIEE 5% OEMBYRE /ST A — X OIEHBHERREE T 2 % EEMEO L & Z D 90%
ERXEIE, B, PEE, &EBEERERE TEN LI CulZOWT, 93.5 [72.2,121] %,
92.2 [71.2,119] %, 94.0 [72.6,122] % T& Y, AUCy..lZ2\ T 129 [106, 157] %, 144 [118,
1751 %, 152 [125,185] % Coh o7z, $hH# 24 K E TORP 7V 2 — AP (UGEom)
DR—=RF A 2D OB LEDEEIEIL, BFEREIE R A T 75.0g, #RIE B FEREREE B35 T 62.6g,
H S5 AL R R RE R A8 T 57.9g, i B HERERE R E T 23.7g L EBEREDIR T & & BT L7290,



VL Ehe C BE3 % TH

IEH BHRE RS K OB B RE PR 5 A 1C 25mg HA[EIE 1 54 O YRGS 52/ ST A —X

" R e .
1 e e L
NTA—HR ) | ERE P EbsEmETY | MR
N=8 N=8 N=8
N=8§

AUC... [nM - h] 7560 (14.9) 9730 (14.7) 10800 (9.18) 12200 (40.1)
Cinax [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)
feo2an [%0] 16.5(18.5) | 143™%¥ (20.9) 11.4 (28.7) 424 (41.3)

CLg, 0-24n [mL/min] 23.8 (24.3) 16.8 Y (23.8) 13.5 (33.3) 4.67 (42.3)

UGEoam =¥ [g] 75.0 (4.84) | 62.6 % (5.75) 57.9 (4.86) 23713 (5.24)

FEE (ZEEERE %)

E1) IEREHEE : eGFR =90mL/min/1.73m?2

0% S B R : GFR 60~ <90mL/min/1.73m?2
FRAEREEERERSE 1 eGFR 30~ < 60mL/min/1.73m?
e B B PR : eGFR 15~ <30mL/min/1.73m?

H2) Wi (/M — oK fE)

#3) N=7

H4) N=6

1E5) $ehtk 24 BFR]E TORP 7L 3 = 2P BEDON—2 T A 2 b OZEALBEOFHHE-EIE (SE)

GMNEANT—%) KB A2BE @ F]) 12 ES0 HERR N5 5217572358, Cna KTV AUC)..
DIE & EHEREBE 5T DT O L & 2 D 90%EHEX I, 104 [81.2, 133] % K% TN 148
[120, 183] % CTd>72, UGEgom DX—A T A b OE{LEOFEEIE (SE) 1£0.78 (0.90) g
THo72™,
H) o7y 7P rORRBINTHE - HEIRO LB TH D,
W, AT X7 ) 7e P L LT 1omg % 1 A 1 EEIERIUIEIE% IR O&EET 5, vk,
RARTRGAITIE, BiEE T BIER L5 25mg 1 B 1 EICHETD Z N TED,

V7V 7Fo] GNEANT—%) 7
fEREBRE (7 L7 F =227 U7 72 A [Cer] >80mL/min, 6 i) K UM (Cer>50~ =80mL/min,
6 15), FPEERERREREREE R (Cor>30~=50mL/min, 6 f) (2 L5 BA[E| K OSE#Y, WON & E
(Cer=30mL/min, 6 #i) MK OKRHIEHRERFBEHE (Cor=30mL/min THEENTLE, 6 4]) 12 LS
WA B 21T o7z, RGO AUCoom [THREFPERE 1T AT, A, AR, @SB, R
FEREERE TENZNR L3S, 1665, 1464, 15/ THY, Cu TTNTIFI134E, 1644, 1.5
W 155 Tholo, AEHEGHD AUC , o | TIEFRPERF (T AT, B R OV S e b s R
TENENR LI LR LT RETHY, Cruss [ TENZIK 1O EL Y15 5 TH o7z,
EREREIER (11 ) R ONEEEEREEE L AT 2 (10 1) 2 BUBEREEHEIC LS RKER G217 -
oo M BHEREREE 2T 5 2 RUBEIRIR R BT D IEH G514 D AUC . BTN Craxss IXBEHERE
EH 2 RBERFBEICH AT, L bIT 145 CThoTo, BHRERE B O RRREUI R
HLERBETHY, RAPPEERIIEEEREOREICL ST R TR o7,



VIL_ S EhRe I BE 3 % TH

11.

(2) BrigeelEs

MR L

(B%)

(=7 7rvr] GHEAT—%) 80
FFEEREIE B bR (12 41) R OMEEE (Child-Pugh 2 =27 5 X% 6, 8fl), 4 E (Child-Pugh
Z a7 7~9, 8#), & (Child-Pugh 2 =7 10~15, 8 i) AFHERERE# 12 ES0 Hilnl#E 1 #5-
AT o7, BRI G%OIMBIRE ST A — & OJTHERETE H R E (2R 2 i EE o e & #
D 0% EFXENL, A, o & OV BEFHSREIR 5 B T AL Coax (TDUVT 104 [82.3,
1311 %, 123 [97.7,156] %, 148 [118,187] % CTH Y, AUCo.lZ 2\ T 123 [98.9,153] %,
147 [118,183] %, 175 [140,218] % Th -7z,
W) TR 7 Y TR ORRSHERE  RIRO LB TH 5,

WH, A= 7Y 7a Yl LT 10mg % 1 B 1 RIEIRRTUIFIAZICRAOR ST 5, 2B,

AT BEEITE, BiBZ2HICBIE LS 25mg 1 B 1 EICHEET 22 LN TE D,
(V70 7Fr] GFEANT—%) 8
PEHEYBRE (8 41) J OMREE (Child-Pugh 2 =27 6, 8 f5]), t%:fE (Child-Pugh 2 =17 7~9, 9 fi)),
i (Child-Pugh A2 =177 10~15, 8 fil) NTE&REREE LT LS Halk L, WO fEREHERE K& OV
B, TEEATHRERE S EEICLS 1 A 1 E7 ARRERGE21T o7, KIERGH%D AUC, « ITHEH
BRERAE T A TR R OV T e BB TENEIUR 08 (5L TN 0.9 5 TH Y, Craxss 1A
0.6 fEM 09 ETH oz, £z, mENTHERERETE BE D AUCom | FEEFEHERE (T~ T 1.0 5,
Coax 12 0.8 5 TH o 72,
ITHSEERE BB IR 5 Y 7 ) 7'F o ORFBITHREERE £ 00K (R 36% @ BEAT
BEREFE B D Craxss), TREREOIK T S BB OBMITA S e o T,

Q) =iE

MR L

(BE)

SRV AR A=R I

2 TUBEIR I B 3208 5] (AARNEFHE 628 Bl Gie) & MW T RHERIFEEREMAT ORER, Fifn
23 50 R DA T AUC, « 13 65 1% TIE 8.00%, 75 % Tl 12.5%m < 725 & Tl &S vz,

[VF 7Y TF] D

HASN 2 BUBEIR BT (159 6) (\C LS & 1 H 1[0 26 @M E Lz & & D~ 7 7RO i g
DEAFIIE RTEBRE %) 13 65 AN T 6.570M (31.1%), 65 i%LL 12T 7.66nM (26.9%)
Tho7z,

Z Dfth

LR L
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2. 2R (ROBHEICFEE LGN L)

2.1 RFNORSxE LIRBUE OBEERE D & 5 B

2.2 TERE7 b—T A BERFESESOIATEE, 1 AERROBE Wk OA R Y itk D
RN ) ME D R IE S WZH & 70 D O TARFN OG- 130 S 7200,

2.3 EIEEYYE, FiTRitE, EEIMEOHHHEE [ A ) VEHFICE 2 MBEEHENAEEN
2 D TAKN DG ILH S 720, ]

(fia5)

2.1
AAND RS xE U CRBUE DB D & 2 BE AR Z G Lo G6, WEUE A Z 3 rhe
WRDHDZ Enh, —EREREE L TRE L, AFIOERGIZEE L CIERZ R E21T0,
ARAND RS ZxE U CRIBUE OBEREIEN 8 2 855121%, AFIZES L,

22

FIEY b—V A, BERIFPESIESOIRTRIED X 5 22 2GS O RBE 23 LTI, #iRic
KD BIAKDHIE & RREFARAO 2 A > 2V L OESLCOR G X 2 ®IFED R ENMLETH Y,
& DB RS TR S ST D
F7, 1 BUBERIR I, Héfiﬁ‘f‘ﬂw/jct@/r/X)/ﬁ)ik/uk PSS AT, AMERNC IV T I
PR BTV RV A& fEo TRIET D Z ENEWI=®, Eid, BIES b— &, BRI
B ST IE & RIARIS, iR & A v A ) U GIC K DEFRIGBRPLEL 72 5, B Mfalc
TERLTA v R Y U REd 28 0 bERE: TAITES B2 o b,

2.3
BEDRIR B ORI, B2 I 2dlicBi L, 2 e —ARREITR D LT En
LI TCWB 78, BEIEGYERIZIEA A Y U REICLDRENEIGE D, £, RIFC
EERIMEDOA ML AL, BIBRENDLOT KLU v amaEme, 7V a—7 0 KOs
WO RAMERE S I, A AV U WRIHI S D, 51, BUR FEH 5 ORIRKIZ L 0 K
THEAATEN S ACTH (BRI EERIIEA VT L) OBWNAEL, RIRERERVE > O nHE
MT2, ZRHOaAVF ) —TEH, 7/ BOLORELREL, &bz 35
WIAERT 2720, FIRAIGRSSEERIMEDO H HFEIRFEFIL, A VAU CEHIC K D ifbE
EHELE L CWD T, KAIEEE L2V,

3. PREXIIHRICEET HERELEENEMB

V.2, DEESUIBRICENET S1EE] 2235 2 &,

4. AERUVRAERICEHET 5IBELENER

BRE STV



VI Z24tE (R EoEES) ([ZBd 25AE

5. EEGERMEIE L EDEH

8. BELEXMIEE

8.1 RADMAICH 7= o Tk, BEITH UURILEEER & O OXHL T IEIC SN T 5
Z L, [9.11, 11.1.1 /]

8.2 AFFE T, MAFZ EHRITHRE L, FHONREZMHI D, AAlZ 3 DAKRLELTHR)
RPARA 7235 G I OIRRIE~DER A ZET H 2 &,

8.3 = XY 7uV HEIZID MiEZ LT F=r D EH L eGFR DX FRA LN Z &
WD DT, BHEZEMNICRET D2 L, BHEEREFAE I CEOTOIREZ 5718
£ L AMkFEAYIC eGFR 73 45mL/min/1.73m? K | AKX T L7253 G- ok 2 et 2 2 &,
[5.6. 5.7. 9.2.1, 922 Z#]

8.4 = 7)Y mEICRY | R L O 2R Z L, BhER, AL D
DIEMOEIEMERER (7 = 8YH) | WMEFOBEEREMEICEDL ZLB¥dH D, +50
IR HAT O T EIR GG e OVERRE O FIEITIER LU, FBIE L7258 Il b 22 0 & %
T2 & & biT, RIS U THRESEZZET 2 2 &, REEGE K OERREGE DR & D2
DRHLIFEZ DN TEZICHIAT 52 &, [9.1.3, 11.1.4 B[]

8.5 =7 Y TV ORIRIEMIZEVZIR - BIRDBAOND Z &R D, £z, KKEN
BT 52 LNHLOT, WERKGMHEET) XOWEL, BEE2 0175 2L, Bk,
M AR T EOEF DD BTG, IRECHIREDOMUI 22 LE 21T 5 2 & FRICIRIR
B AR LT WEE (S, BHEREREERE, FREFHEES) T80T,
BEAKSCREIRIFIE S N7 o K=V A @iEE @ MUEHE R, ML ST fte - BRiES
OFBUNEE TS 2 &, [9.1.2, 922, 9.8, 102, 11.1.2 B[]

8.6 = T T DIEHF ChHLHIRP 7V a— AR EEHIC LY (b= he—
WRRIFTH> THIENBRAESITEL, 7 b= 2Anb bbb, 7 F 7 ¥ R—=Y AIZE
LHTENDHD,

8.6.1 HELWIMKED LR AZMEDRWEERH L7, LLTORICEET D Z L,

(1) L - gk, SAgEER, I8, BEZR DG, Bk, FEREEE, EakEESE ORI
D HNTGEEITIE, MR SAIRF T b oREE ERAEE FETHZ &, BENRD
LSBT G AR L, WORLEZITO &,

(2) FRlZ, A VAU UHBWREDIR T, A A Y RIFIOESCH 11, 38 B 22 B IR
BHFEIURE, BYIE, DIKZEIEAICIET b TV R—Y 2 E BB LT VO T, #
BhFATHI 2 L,

(3) BEICK L, UTOREEET DL L,
<7 TV R—v AR CGEL - IR, RAGEGR, I8, WER NG, BERE, PR

R, AR )
< NT U RV ADIERDPRBD DN A IIXE DI EREE A 2752 &,
- MAFEAEME TR ELT R T R—=VARREEL S HZ &,

8.6.2 =7 7Y EET SGLT2 FFROE G HIE#E, M EEE» 6 PSS &
DWERPZ NV a—2P R O b7 3 F—3 Z0REE LIIEBIR SRS STV D=0,
VBN U CRBEZRET 272 EBIEE +7312475 2 &,

[11.1.3 ]




VI

et M EOEERS) ([CHET5EE

8.7 VF 7V T7F o EEIZED, BHEMENRSHONDZEBH LD T, FrthI7RI% L ETE,
W55 O PIHHER A B H DN E T, EOTERM OB %2501 5 L 5 BEITHEES
5L, [11.1.9 BH]

8.8 = X7 Y Tu R, RPNV a— AP EER 2 AT 2, PERIAEE, WIR, ZR&
DUVIIRADIER &2 B9 5 BFIZHB VT, ZORKEEBET L & & bITBITOEELY
ERETLI &,

8.9 = 7 T VUG L AKERD S STV AT REDRERDICEETH 2 &,

8. 10 RMFHER AL Z T Z LB HLDOT, @FTE¥E., BEEOEREIIEFE L TV D EZ K
H3ax3EET L2, (1111 3]

8. 11 ARA| & O FEIRIF KO PRI I 2 ZaMEITRFI S T2,

8.12 V527U 7*F o & GLP-1 L AEAEAFENIE T T b GLP-1 2R A/ L7 bk TERZA L
TV, WiFl %D LB oKL 72 < . AMER O ZEMIEMER STV,

8.1

(R BEE S BURE C6 ™ 2 AR R B FIE L LT, AFZRGT 25511, BEICK UK
PEHIERRE O FIEZ DN T35 K 9 3RE Lo, IRIMAEE DR & L TES B O,
W, 2SR, BB, TROSDZREERODLN, ZOXIRERNS LbNSHAL, ¥
BEaGORMEERT 270, MURkLE1T5 Z L, (PMDA D EMELIZET 2 FH > HER
YERE BRI IS~ =2 7V (EPFEEGRE ) > MEMmbE) (https:/www.pmda.go.jp/safety/info-s
ervices/drugs/adr-info/manuals-for-hc-pro/0001.html) ZZM4 2= L,)

8.2

ARENOB AT, MPEEZ EPOICRET 572 SRl 2 +oicBlgl+ 5 L ki, — eI
L THEBZRMHEICS L THa 2R3 G o2 0GEICE, KVETEBZ2 6518
WAOERABEST DL OEEFHE LTRE L,

8.3

RENDSy T o837 ) 71 v OENANOBRRRBO UG MITRE R0 S, =37
70V %I eGFR DK TFRA LN TWAH DT, B2 EMNICRET 2L L big, B
PEREFE B IZ BT DIRRIC B 1o » TTRIH A+ ICBIR T 208N HDH Z L, 72, eGFR
2% 45mL/min/1.73m? A& (CKD A7 —2 G3b K ONVENL LV @) OB ED H 2 88 T
o X T) 7a P OEBELNRL RDBENRDH LT, 27 ) 7a v kG5
THARBNOEG-OH L EED TRHFNT 2HENHH 2 ENLEREFHE L THRE L,

8.4

AHNDR T D7) 7 P DEWNADERRBR T, = 7Y 7u Vo FH5%ICEE
PR R BIE DA FHFGHFBL L T D, BRI TR WA ISR IRGYE, ek
GUED OB B8, SMEE K ORI OB (70 =), BUIE & OB RYYiE
WCEDZ WD, Fiz, =7 ) 7u Y OENAORRRRICIHNT, MHEREGREER O
FEEANT T2 RREL il LT3 ) 7 a DB 54 T MEENZRD b TRy, Bhv
DHEIR E OV A T 03B D, BEDRIEEZ H0CEIET D L L bic, BEICIIRE
T K O RG DIERAT DN E DORHMLUIFIEIZOW TR 2 M3 85 5 Z E M HREE LT,




VI Z4tE (A EodE%) (B4 55EH

8.5
AENDR Sy T2 /37 ) 7 a Y OENADERIKRRERIZIBN T, 2R - BRBEFL O
WEIRII T TR L T X7 ) 7P U H5E# TEUVEBARD bR TS Z L,
o, WRERDBREFZORBRESITT 7R L T 7Y 7e P R EZTEH
WEIANEEED BTV RS, Filin, JFHIEE FIUREESE), ZRfile & OAMYZERIZ KV iiAkD U
A7 RS HAREMEN B U, WO B AT O MENHDH Z LN BIEEFHE LTRE LT,

8.6
KHNDR Gy T BT/ 7 ) 7a P OERETFIC LY, = e —ABRBAFTH-TH, fIF
RGN TUEL 7 b= AnH b, 7 N TV R—VRAZBLT ERHH T ENLRE LT,

8.6.1:

&FYvayx%%ﬁL%Tw$%@% WCHEL, BIEeHoldTo L bl BRENPR

OONTGEIZIE, =" T ) 7a v wEa8 T HARKORE %2 H ik Uil e L 217 9 M3
NHDHZEMBRRELT,
Fio, BEIIZ N TV K=V ADMERZTA L, ERDFRD B GA IR0 [

[l s RN E = A A N QR I P M&U%%%‘:ﬁﬁ:kﬁxﬁgﬁfcb%’ﬁfbfwéo
8.62 :
TN T u Yo g te SGLT2 FAFEROKR G- A%, Mg RN o FREN L LV RSIR
7N a—2ADPEE NV N7 R—=3 AR LTEGI NG STl Y, £z, FEFHRD
BEECh D IRBENENS B  2560H 0, EEL TBETINERND DL Z ENDRE LT,
8.7
AENDOR THD ) F 7V 7F U OHRZRICEBWTAMFERPRE SN2 &b, FEF
HZ TR L7, MR OPIHIER TH 2 Frgety 72 LW, TREENH S b HEls
3, EWONCEMOBEEZ T 5L O BEERETLZ L,
8.8
PERINEE, IR, ZIRHDWVITIRADIERZ 242 BF BN TL, AHlOS THLH T
T YT ONRPF TR TERWATRER S D720, TOEREEET LD
, A TOREEBET RE LB EEFHE LTRE L,
8.9
ABNDORD THHTLRT ) 7a Y BRI DEREBDPRE SN TV D0, BEORK
HHITEET 2 X ORE LT
8.10
AFEGIZLD, 560X, OEV, FEDSDx, WKL #F, BordTki G, £
) OWER e EOIRIMBHER D E Z 2 B2 BH5H 2 Ennh, @FTEE, ABHEOER X
ICHEEL TV BEE IR T ABICIIEENLE L EXEEFEHE L TRELL,
8.11
KA OBERFFE & OOFARCE T 5, REMIIRTFT ST RN L2, BEARD 2
BURERI WSS & AT DELE A A2 BB IR E LT,
8.12
$ﬂ®ﬁ YTHDH VT Y TF L GLP-1 B RIEEFE L OPFHIRFIC BT D, AR U%
IR SN TV RN EDEEFHEE L TRE LT,
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2 (A EoFES) IR+ AIEH
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(1) &GHHE - BEERFOHLEE

9.1 BHHE - BEEFEDHDESE
9.1.1 EIEEECITHTNDOH L UTDEERIFIKEE
- N BB RE A A UL EIE AR
-*%KE%%\m%%%\Kﬁ%&ﬁ%ﬁﬁ\ﬁ$ﬁﬁimxﬁxﬁﬁ%%%
< W L A E ED
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[8.1, 11.1.1 &[]
9.1.2 fiAKZREC LPTVESE (NI FO—LABHTRARDESE. SihE. FIRFIHA

BEE)
TR 7P ORREMICE Y RKEREZITRBENANSH D, [8.5, 102, 11.12 &
iy

9.1.3 RERRE., HBREOHLIEE
SER A B ST D BENRH D, (84, 11.1.4 B

9.1.4 EHFMOBRERIIA LIRDBRENDHSEH
BRZELE G A L RAERZTEBEARH D, [11.1.5 ]

(fi#F)
9.1.1
VISEIE L7 i LIMAOIEEFHE LT, RIFEZEZ LT WEERORELZE
E LT,
< T RN S WS NDREFIVE S, BIBRERARLVE R, BIENLSWMIND T
Ex7 Uy BH), WEarFaA K () bz LR SE21EREZR>720, Zh
OO WMARITRNEZE ZTRBZENNH 5,
- BHFEENDRN L, BEREOENZ SIMRIELZEZ LT R2BZEWNH 5,
WE LV EBE - TEENZ, HDVITZEERHTM LVIER AT O LRI E Z Tk
TNDD D,
< T — VIR CORERAEZ ST 5700, RERAKEEZPEZ TIHBO 7 ) 2 —5
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7 V7 F = BN 1 0.2
1, H L K SR T S N 1 0.2
1. A PRS0 1 0.2
DR T P 1 0.2
{5 T8 1 52k 1 0.2
g8 1 0.2
(MedDRA/J ver20.0)
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9. REBRERRICREFIZE

12. BRRBRERRICRIZITEE
TR T ) T u Y OERBEFFIC L0 o AAIRH TIRIREESE,. 9E 1,5-AG (1,5-7 & R
a7y h—L) KEEZRT, RELXOITE 1,5-AG ORERMFIT, = hr—1o
ELIIRSRVOTEETDZ L,
(fifa5)
PRIE K OMILIE 1,5-AG (1,5-7 > & Ka 7 vy h—)u) [3HERIFICBT 2R A2 #3251 DOl
R L L THWHILTWD R, REIDKS ThHL=o "7 ) 7ay  OFEREFICEY, K
FIRA L, REEOBRIKBRAIISMEEL 720, IF 1,5-AG (MEEL R LB LN D, KAIFKE
X, SREEGME K OV 1,5-AG ORIEFBRLZ T CldfmbE= o he— a2 2 LN cE
Wz, BRIE LT,

10. BAERE
FRIE I TV

1. BRAEDOEE

14 BARLOEE

141 EXRIZTEOTE
PTP @ZEDHEFNLPTP > — bW L CIRHT 2 X 25T 52 L, PTP v — ik
BT R | S EANRERE A L, I3 AL AR 2 U CRERIAR S DEE G
PHEZ T D Z EnmiEshTn 5,

(fiFah)

[PTP ORI RIZOWT (k8 453 A 27 H AT HEEIRE 240 5, KOVFEK 844 A 18 H
ff B HGEHAEEE 304 5) O LEDEFHEICLY, PTP B2EOIKANIEET 5 M2 EEFELE L
THRE LT,

12. ZDthoEE
(1) EREREAIZE D CI1ER

FRIE I TV

(2) FEBRIREABRICE D < 1F#R

15, ZOth0FE

15.2 JEERPRERERICE D < 1E#R

15.2.1 =287 ) 7a P O~ 7 2 2 V- 2 FERRERGS AEMERER (100, 300 KO8
1000mg/kg/ H) 1235V NT, 1000mg/kg/ H O RECTRIEE; O3 ABHEE DGR TRD B LT,

15.2.2 Wil » R AW o327 ) 7 a o 2 AERER G AURMRER (100, 300 KO
700mg/kg/ H) 128 T, 300mg/kg/ H LA EORECRBEICHMAEIE, 700mg/kg/ B O TR
MY > X E D A8 HE 0D 8 AR B DH NGRS H AT,




VI

et M EOEERS) ([CHET5EE

15.2.3 w7 R /x 7Y 71 1000mg/kg/ H (7)) L OVT > Mz /37 71 300mg/kg/
H () Z#REROZEL L ZORERE (AUCom) (X, =237 ) 70 v O K
RHESEF & (1 A 1[5 25mg) OFNZIAI 33 BRI 195 Th o7,

(fifa5)

Mkt~ 7 AR OWERET ~ S &2 AW 7Y 7a P ONAFERERICBWT, vy AT
IS O FEAEBEEE O, [T > N CORFELIC TG K OGN U o/ ST 8 HE oD 38 A= S
DOEMNH LN, FE LT,

M~ ATIE, =7 Y 7 vrEAARAN25Smg BIZEIT 2 ERRIREE & O 46 [FI2FY4 95

1000mg/kg/ H £ TG LTYH, BDAFHIIRO o hote, v R 7 ) vad sz
1000mg/kg/ H T G- L2 & 24, BIEGOFAMENEIMN L7223, 300mg/ke/H TIXFRD H L7
Mote, T ORE~ T AOBMERAMT B U CGEICRET L2/ R, BIEEIbE~ 7 R 2k
B 72 R 3B 53 D 1B MERI DD RFRER 72 IRARE DA, SRR O BAICKRET 5D TH
D, b h~OIERITRNEEZ X DL,

MEZ > FTIE, =7 Y T7arEHARAN25Smg BICET DERRIEERED 53 FICHY% T 5

700mg/kg/ A £ THRE LT, PARMEITRO bNgnodz, HEZ Yy Moz "7 ) oy %
700mg/kg/ H £ TG L= & 25, 300mg/kg/ H LA ECHEORAMAIE, 700mg/ke/ H CHFIE Y
>R M RO A B RINAFRD B0, KRBT v b O RAECHREA 7o A BE R AY B K]
e EOEMENG, WL S HIZE hAOSMEEIZ RN E B X BT,




IX. FERGREAERIZBI 2 5 H

X. JEERPREABXICRES 51EH
1. EERER

(1) EMREFHER

VI SO BIS 2 HE ) 2]

(2) REMFEEHER

BREERR L
(B#5)

[T Y Tmay ]

1) FRREE R R B

TR Y 7Y O 500, 1000 & TON2000 mgkg &7 v MZEEREO&EE L, HRHRSR Ik
TOHOERAEBRT LTz, T XTORET, #5164 4 R £ CHREEER) K O PR 1 358
OO oT,

2) LRI RIE TR

3)

4)

5)

DIMERIZKT D707 74 U > 7% invitro & invivo TERi L7z, 30uM £FTOZ L /RT Y 7
7Y 1%, hERG #7 U 7 NEFICK U CTREE RIE S 2holz, £z, 10uM FTOT 37
7rYUlE, BE Y MOEALBEG OTEBEM PR, #LBEENL, ISEEMRE, 4—N—
Ya— b, KRS ERVEE, 7T AL, B MRRER & OULHE ok L TR A RIFE S
oty TG inviro BRERIZE D, =2 oXT ) Ta Uk, DEFOBERIEIC IS < RER
FHHT D AREMEITIR W E R S T,

A X210, 30 XV 100 mgkg D=2 /R7 ) 7a P o 2BERRAOKS L, D& RIS 5 1EM
AR Uiz, #5555 2~10 BEEIC 2 < BEE O LK TR0 b sy, BREICHT 5%
HBIIWVTHOHETHLRO LN, DEBXICT Y R7 Y 7u vy LR L2 (iR
PrRIFRO bR o T,

B2 EN AE 7

Z v M 500, 1000 & X 2000 mgkg DT /37 ) 7a P A HERROES L, PERICHTS
SR A T Ui, PEIREL, 1 BIHRACE OV R RS R 3 5 S BITRR D bk o 7,

R OV R RE 1 R 2

MOV RE (X 2 B A il 572, T v M2 3, 10 KO 30mgkg DT /37 ) 7my
ERHREREAO#RE L7z, Nat (10 X T30 mg/kg), CI' (30 mgkg) M7 /La—2 (3~30 mg/kg)
D IR YR D BRI 72BN AR B AL, RIZSEEN EA L7z (10 X030 mgkg), £7z, 1
T P bERERR IAER 23N L7 (10 B 0% 30 mg/kg) .

ISR KIE T

Z v MZT3, 10 KN30 mghkg D37 ) 7u P ABEROEE L& &, 30 mgkg THHE
MEEDTLER A BN, £z, WSS TZ >~ MZ3, 10 KOV 30mgkg D27 ) 7ay %
+ZHRIBNE G L, BHEBROWNI T D ER 2R LT, BRI~ DRBII R HRipoTz,
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1)

2)

3)

4)

3)

(VF 7V TF ]

HAR RS RIS R E T B

VFT7U7TFrde6, 60 %O 600mgke 77 v MIHEIRROEE L, Irwin 2351 X0 FAXAHRE
RICKTAER Z MG Uiz, TEIOIABEMKREICK L T—EB LI o g, MEEXY
HREEEEICST2AERMEALRD RN T,

e B2 MR ERBR b U C, ~ v A2 30 mgkg DV F 27U FF A HERE O#E L, Irwin
ZEAE T, R R IR T 2 ER 2t Uiz, V27 U 7F U KA ERIER» b,
MET LI R CIITENCRE LW 2 ENRE E T,

DML RN T T i

DIERICKT D707 74 Y > V% invitro & invivo CERE L7z, 10uM £FTOY F 7Y 7FF
Y%, hERG 71 U U AEFICK L TREE RIT S oo Tz, EAE Yy MOEALBHEDIC 10 uM £ T
DYVF TV TFriedEMl Ll 25, FILREN, IFBEMERE, 4 —/\—Y 22— FROERK
B B HEICEENIRRD B hr o 7oy, TEEN BN RG] O BRI 22 BAE ASER O S
7= (10 uM T APDgp & 6.9% %) . ZAVD in vitro RERIZ LV, U F 7V 7 F UL E R
BIEIZ D < REENRZFHFET D ATREMIR N 2 &R STz,

=7 AP 12, 60 KN 150mgkg OV F 27U FF o aBEEO#E L, LiERICxT 5
TER Z et Uiz, DB GF 11 #8) ([ 2RI bnknolo, KIEER G EIERRIC
BOTHLMER~DOEEE BT LT, 4 X O 4 8RR Ched 9 mg/kg/ B O & 288 0 #
HlLize &, E, OHEEOCLERICEEITRO bilenrol,

H R e 2VERERAER & LC, 7 v MI&m 30 mgkg, A XIZhm 10mgkg DU+ 27U FF
ZHER AL L, LIE RIS 2EMEZRE Lic, £0RE, V- 27U FFodmE, £
DENELNLEXICK L TREE 5 X o T,

B2 SN AE N7

Z v M2 6, 60 X ON600mgkg DV 7V FF U EHERRO#KLE L, RIS DIERZ B
L72,6 60 mg/kg D U 52771 7 F 5T, 1 [RIHSER K OV IR IC R L e o
72, 600 mgkg OV F 7V FF U RHIZX Y, Wistar 7 v b TiE 1 A EOIENAS, Wistar Han
Z v MTIE, MRS SRR EIIR T 2SR b7,

R R MR ERBR Y LCTT v MOKm30mgkg D U7 U 7FF o HERAOKG Lz & &,
Wl N T A — 2T BT DR Do Tz,

B, IFRERE K OB R E 3

EHERE M ORRIR AL TN T A — 2T 2 8T 5729, 7> M 3, 10 X 30 mg/kg
DYV F 7V TFF o ERERENRE Lz, V27U 7T X BHRE, e X ORI 2 B
DN RS TR0 T,

BIGE R KITT A

BIFTREEE 7~ M2 3, 10 XTOY30 mghkg DV 270 7F o+ THREBNEE L, FROWIIRT
HDIERZEBRF Lz, VT 27U 7F 2 10 L O30 mgkg O+ /AN E G- CHIRES DT I
L, 10 mgkg CHBOWEIMIT L7z, £72, 7> MI3, 10 KU 30mgkg DV F 7V FF
R O&REG L, WEEEBICST 2EH 2R L, BHRHaeIcR+ 2 B3 b e ho
7o, THILEBEEEICDT ORI T RA LT,
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Q) ZDfthDFEHER

mMERR L
(%%E)
[y X7 ) 7ayvy]

D) BT > MR D RESEICKT H/EH
EHENI B2 BRI aBHRm 7 v hEHAWT, KERXOCHEHKICRT 237 78r
OB LTz, 10 mgkg @ 28 H AR G-I RERIC Hi U TR e RSN
IR DT, BEEE~OEEIL e o7, SR HT A & AR ERNINHNIL I3
BRI L 2 b DT, MAKSGEEOEAEORBICE D O TIERNWI ERRS T,

2) 1 BUBEIRIFE T VT v b OMKEEIZ 9 2 1R
A NVT R MU EERME L BERIEET VT vy RERWT, A VR VikiA 7T v hOfE
ATFXIIFEFEH T T 7 ) 7a v b Lo 7 v a— 2 REREBR 2 Gt Lz, =
PRTYTu YT 10mgkg 21 A 20E28 AMEG Lz, A A UHA 7T 2 b 1B
WIABR AT RT Y T B GHETIE, A A Ui A 7T v b 2 EEROIALEE L IIEE
FREICMP 7L a—2BENMETL, ZhOOMEND, =7 ) 7adromh 7 ia—2
IR TERIEA 2 Y »d D B BERE [T AE L7Vl B OFERIBE T 2035 2 LAVR STz,

2. SR
(1) BEE&HEE5HEEHR

MR L

(B%)

SRV R A= g

~ U AKOT » FOREREOEGIC XK D EMEEEITIS <, BOEEIX 2000 mgkg & LAlo 72,
(VF7 Y TF]

~ 7 AKOT v b OHEEE OB X DB OBBEET 1000~2000 mgkg TH Y, atkEtEix
FNEEZ BT,
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(2) RERSHEHR

R Ta D)) F 7Y FF UGBS

e 5%/
i/ AR/ _ I 7 e i
%Wi% ?&ﬁﬂ;iﬁa'ﬁ AR e
e b [mg/kg/ H ]
[mg/kg/H ]
7w N RO/ * 300/60 * 300/0 mg/kg/H : #RKfE, B AW, Gl 10020

Crl:WI 13 M ED6 | -0/60 mg/kg/HUANDOERE (), 300/60 mg/kg/H (M) :

(Han) T [ DRFE IREH N & |

fHl/ - 30/6 * 30/15 + 100/20 + 300/60 + 300/0 mg/kg/ H (1),

0/0, 30/6, 30/15, |  30/6 * 100/20 + 300/60 * 300/0 mg/kg/H () : 12

100/20, 300/60, | /bA—A]

300/0, 0/60 - 30/6 + 30/15 + 100/20 * 300/60 * 300/0 mg/kg/ H (ff),
100/20 + 300/60 + 300/0 mg/kg/ H () : BUN?

- 300/60 mg/kg/ H (), 300/60 * 300/0 mg/kg/H (H) :
ALT + AST * ALP - GGT * GLDH}

- 100/20 + 300/60 - 300/0 mg/kg/ B (), 300/60 - 0/60 mg/kg/
B (M) : MY o

- 0/60 mg/kg/ A LISRORE « JREE, R, JRECE?T

* 300/60 mg/kg/H (#E), 300/60 + 300/0mg/kg/H () :
v = TR Ca fdb R

- 0/60 mg/kg/ H LIS OAHE - B H &

* 300/60 mg/kg/ H : S WAFERL |

+ 100/20 * 300/0 * 300/60 mg/kg/ H : & BB JRANE Pk

- PREH] « BB O BRI 22 IZFEYED 2 H
7

R AT AL R Al A R A A B V) | R - %

Ty heHWT, =X 7 ) T7av /)R 7 ) IFrORENRESEERBRE RE 13 EBO
B M C NG L7, 38O BRI, EEERTH L BIRICE T 2 72— 2 HRIL

PREMERICBE T 2O Th Y, (KEMINERD, )E, s Lo —2Ed, REE REH

m, BEERN, BRERMEILER ERRO LN, =T ) ga /)T TTF R
Z v M 13 EAMEAE S Lz & & o MmEMEEIT 10020 mg/kg/ B &I S, WHEMEEICKT D
AUC24 1%, ZALEIVHAND Fe RHEREG IR B 5-RF D AUCo24 D 10/11 5 TH o 72,

Q) EfaEFEHER

LR L
(55)

=AY/ Rl = B
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In vitro TOMIE % AW IR 228 BBk (Ames #BR) M OVLS178Y tk'~ 7 A U > /<@l
W AR R RER, HDOVIET v MR Z T2 in vive /ZERBRIZ I TR N
BRI ol

(V7 TFF]

In vitro TOMIE Z W18 IR IR BB (Ames iBR) KOVt b U o RBR A U T Ye @ R L
AR, HHWET v MEREHIIRZ N in vivo /IMERBRIZEWTY 27U 7T RO EREHY
CD1790 [T B mamtE &2 R S o Tz,

4) D ATRMHRER
MERR L
(B%E)
[mo X7 ) 7uyy]
2EMOBAENERBRE ~ T AR OT v b CTHEE LTz, M~ T ATl BRARHESRERAR B 50
D AUC024 D 46 12235 1000 mg/kg/ H E TORHEZHEE L THRABRMITRED bt -7,
T RT ) T u DA BEE U BHEE A 1000 meg/kg/ H OfE~ 7 ANZIAE LD, feo K HELEIE PR
BERGRED AUCos D 8 f5IZF24 95 300 mg/kg/ H TIERBH Hie o7, Z O~ 7 ADBIEE
FEAREF IR U C B O PRR ISR 2 F2hE U CREMICRRET Lo fE SR, BIEEI S~ 7 R TR B
PRI S B 54 D AR R D O RGO IR IR D2, BISER OHAEICRR T2 L0 THY, &
R ~OIMEEIE 2RV SRR DLz, MET > RO, B RHERR IR B 58D AUCo04 D 53
FFI2HEYS 95 700 mgkg/ H £ TORAEEZHREG L CHRABMEITERD bhehoTz, BT~ MZ
700 mg/kg/ H THE- L= & 2 A, BBRIEY > 8EIC i EA 7 S8, i KHESEIG PR H B % 55
D AUCos D 19 fEIZFEY T % 300 mg/kg/ H TIXRRD B2 o7, T OIEFIIARK T > b O
WCEHEICALND D THY, B h~DOIMFPETRNEE 2 Bz, T ~ FiZ300 & V700 mg/kg/
HCH&EG LIE A, FWRICHMIENA G0, £ ORAEEICHEMBEMEEAGNT, [’
FFEIZ AL 786 DAL o T2, NG HLRTMARAE X EE DR ERD & 7~ MEE O A ER RS
EZFTRTHY, & h~OSMEEITI N EE X BT,
(VF 7V TFF]
~ U AT 80 mgkg/H &, E£7-, T v MIAm 60 mgkg/ H &2 G LTz 2 FH O AJRIERER
FEM LI, TOME, ~UVAKDTT v b EBITHARMETEO bivesol,



IX. FERRIREAERIZB4 5 H

(6) AEFLEFMERR
7 ) 7u )Y 7 TF ORG-SR R

BEGRE R/
B TE/ e asR Ul il o R
e #ha* PR [mg/kg/H ]
[mg/kg/H ]
7w M| A/ * 3015 mg/kg/ B REENY) - B G HRT ORERGINE| | 300/60
Crl:WI | 4EiR 7~16 H H/ * =300/60 mg/kg/ H REEWY B GBI ORATE | (REW)H
(Han) | 0/0,30/15,300/60, | *700/140 mg/kg/H REEWW) : G POFE], | PR OWE -
700/140, 700/0, AR, BRI RE] fe VR AE)
0/140 * 700/0 mg/kg/ B BB « BeGHIRI TR O R EHINE: |
-wmm@@wiﬁﬁ%:&5%ﬁ¢@mﬁﬁm
- A
. 1 AR L

FLx T TR F SV TFY |

Ty hEHNT, =7y 7a /Y F 7Y TF UGB G L DR - BRI AR
WA Sl U7z, iRV A O B KHESEER IR ] B 4% 5-RF D AUCo.24 D 186/289 i AUCo24 71
7 700/140 mg/kg/ H D52 X 0, REMWORE K OEBEEE, BIROEKREICRENL LN,
R TEIEITRR O Do Tz, REEMEE R ONR - IRVESAIC B3 2 Ma M il 300/60 mg/kg/
B LTS, 4R 16 B B OREM~OBEME R GO AUCo4 1L, T IV O K HE
BERR A 4 50D AUCo04 D 73/185 fi5 T o 72,

6) RFMMIERSR
MR L
BH)
SV =
HORCS 5 B IR, % W IZIRISH T 3 R 38D B 72,

(1) ZothoEHnsk
1) S mtE

ZUER L
(%)
[mo T )Ty ]

~ A, Ty b RO X &AW mHRER CRiE IR b v o T,
(VF 70 TF]

7 v b OmEEERER T a2 M L 72 R, 50RO DR RV IR b e h o T,
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2) JtaEtERHm
MR L
(%%E)
[mo X7 ) 7uyy]
W AT h o, WC-m X7 ) T a P B EHOBURREDIR K O E~D 554, WO —i%
F MR & OERARTBR DFE R A G FTAN L 7ofE 8, eFME0 Y X713 neE 2 b,
(V7 07T ]
ST O A 2 B R RBR TR L 72/ 2R, JeEE A R T 2T I b rinoT,
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T3V 7Y TF U BAOKKERRIE KT, T 7Y T, FXHT Y TF Uk
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1. SIAXHE
1) HREE =287y Ta ) F 7N TF U EAHIE NG AR - REERER (1275.13 58R)
(2018 4= 9 H 21 H&GE, CTD2.7.6.3.1) [0005002530]
2) FENER o oRF Y Ta /) ;7Y T UEAAIE NG TR - FREERRER (1275.19 3A5R)
(2018 4= 9 H 21 H7KGE, CTD2.7.6.3.2) [0005002531]
3) HENEE =X T Y Ta /)Y T F UEEAIO AR R SRR (1275.21 38R (2018
9 A 21 H&GR, CTD2.7.6.1.3) [0005002532]
4) HNER X7 Y T /)R 7Y T URAERIOEDEIRERER (12753 #ER) (2018 4 9
H 21 HA&FR, CTD2.7.6.1.1) [0005002533]
5) fENEE BHREREEAZ AT 5 2 BBERIEEE 25t g L U ERRILE S AR (1245.36 #A5R)
(2014 4F 12 A 26 H7&F, CTD2.7.6.4.9) [0004038272]
6) LEEFH f#IZ7)> : Jpn Pharmacol Ther. 2018 ; 46 (3) : 343-353. (1275.17 #UR) [0005002534]
7) Friedrich C. et al. : Clin Ther. 2013 ;35 (1) : A33-A42. (1245.30 #X5%) (PMID: 23328275) [0004037611]
8) HWER T 7Y Tu ) F TN FFURLEARMEANE I ARG (1275.1 3X8R) (2018 4 9
H 21 HA&FR, CTD2.7.6.3.3) [0005002536]
9y HEWNEE TN T Y TuY /Y F 7 ) T T URLAAMESNE ARG (1275.9 A5 (2018
9 H 21 H&GE, CTD2.7.6.3.9) [0005002537]
10) fENEE =87 Y Tu T F 7Y T F U EAARESEE T AR RGERER (1275.10 3UR) (2018
9 A 21 H/AGR, CTD2.7.6.3.5) [0005002538]
11) Gerich JE. : Diabetic Med. 2010 ; 27 : 136-142. (PMID: 20546255) [0004037640]
12) fENER =37 7 a U IRRIR IR (2014 45 12 H 26 H&GE, CTD 2.6.2.2.4)
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17) fENER =27 7Y o JERREE S EEER (2014 42 12 A 26 H7KGE, CTD2.6.2.2.4)
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(2023 4510 A) Risk Summary
Based on animal data showing adverse renal effects, from empagliflozin, GLYXAMBI is

not recommended during the second and third trimesters of pregnancy.

The limited available data with GLYXAMBI, linagliptin, or empagliflozin 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, empagliflozin, a component of GLYXAMBI, resulted in adverse renal
changes in rats when 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. No
adverse developmental effects were observed when the combination of linagliptin and
empagliflozin was administered to pregnant rats.

The estimated background risk of major birth defects is 6% to 10% in women with pre-gestational
diabetes with a HbAlc >7 and has been reported to be as high as 20% to 25% in women with
HbA1c >10. The estimated background risk of miscarriage for the indicated population is unknown.
In the U.S. general population, the estimated background risk of major birth defects and miscarriage
in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk: Poorly controlled diabetes in
pregnancy increases the maternal risk for diabetic ketoacidosis, pre-eclampsia, spontaneous
abortions, preterm delivery, and delivery complications. Poorly controlled diabetes increases
the fetal risk for major birth defects, stillbirth, and macrosomia related morbidity.

8.2 Lactation

Risk Summary

There is limited information regarding the presence of GLYXAMBI, or its individual
components in human milk, the effects on the breastfed infant, or the effects on milk
production. Empagliflozin and linagliptin are present in rat milk. 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
GLYXAMBI 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 GLYXAMBI or with
the individual components.

Animal studies conducted with empagliflozin alone and linagliptin alone do not indicate
adverse effects on fertility in patients.

Use in Pregnancy (Category D*")

There is a limited amount of data from the use of empagliflozin and linagliptin in pregnant
women. It is recommended to avoid the use of GLYXAMBI during pregnancy unless
clearly needed.

In a study in pregnant rats, oral co-administration of 700 mg/kg empagliflozin and 140
mg/kg linagliptin during the period of organogenesis was associated with decreased fetal
weight and an increased incidence of minor fetal skeletal abnormalities, occurring in
conjunction with maternotoxicity. No adverse effects on embryofetal development were
observed with administration of 300 mg/kg empagliflozin and 60 mg/kg linagliptin in
combination, yielding approximately 100 and 230 times the exposure to empagliflozin and
linagliptin in patients at the maximum recommended human dose.

Use in lactation

No data in humans are available on excretion of empagliflozin and linagliptin into milk.
Available nonclinical data in animals have shown excretion of empagliflozin and linagliptin
and its metabolites in milk. It is recommended to discontinue breast feeding during
treatment with GLY XAMBI.

%1 : Drugs which have caused, are suspected to have caused or may be expected to cause,
an increased incidence of human fetal malformations or irreversible damage. These
drugs may also have adverse pharmacological effects. Accompanying texts should be
consulted for further details.
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8.4 Pediatric Use
Safety and effectiveness of GLYXAMBI have not been established in pediatric patients.

EU Oifsff 3
(202546 H)

4.2 Posology and method of administration

Special populations

Paediatric population

Safety and efficacy of Glyxambi in paediatric patients below 18 years of age have not been
established. A clinical trial did not establish efficacy of linagliptin in paediatric patients 10
to 17 years of age. Therefore, treatment of children and adolescents with Glyxambi is not
recommended. Glyxambi has not been studied in paediatric patients under 10 years of age.
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