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K 1.6 BTN

% M
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1-A45 42 7 —)L/KDERIRE (24°C)

Z DD EGRMEE
iR E[al? - +13.9°

(1% A%/ —ILiBiK)

pH: 6.9 (1.6 mg/mL/K&&. 24°C)

:2.45 (pH 7.4)




2. AMHSDERERTIZEITEREN
(1) RERE. MERVFTEEHR

. BEEH
B % HE # i
SR == | =x " REMH Rz HRS R
] 2 ) LDPE %/
5C — — OPEZEE 245 A BN
EMEAERE | 25C | 60%RH | — 2 W LDPE &/ 36 A A
HDPEZ 28
] 2 B0 LDPE %/
30°C | 65%RH | — OPEZEE 365 B RN
. . 2 £ LDPE &%/
iR ER 40°C 75%RH —_ HDPEZs52 61 A RIEA
1%
B | 40°C | T5%RH | — S HZD';E;E%;;PE ®/ 65 B BIER
&U 1%
e | mE | 200 | — | — et 3n A Ll
e HDPE 728
e ERE1205 X - hr £
s | 25 — BR ma s BIEEARE T RILE— | BER
200W - hr/m2LL £

AEER - K. ERmE. K.

HDPE : high density polyethylene, &ZER) TFL >
LDPE : low density polyethylene, IEZERY T FL >

3. AWML DHEERARE. EE

JoELryyya—i, 88, ¥R XKREE

HEREERE - FORIRARY VAL, RAI O RT3 T4 —

EEE . BAEKIDOINIS T4 —




V. ®HFICEHI SHEHEE

1. &l T2
(1) FlfRzDR 5

(2)

3)

(4)

(%)

T4 La—TFT 45

HHEDNEE VIR

BR5E4 T4 —He5E5 mg T+ —He8E 10 mg
#7 REB~HBOAROD REBA~HBOERD
7 TANLT—F 1 U8R TANLT—F 1 VTR
\& o)
VAN Pt T
Zm HEY [ 1026 )
ER/ERE 7.1 mm 10.9 mm
R XL — 7.9 mm
Elre 3.2 mm 4.0 mm
BE 130 mg 260 mg
#WAla— Kk

T * :/_jj\azﬁ 5 mg
T4+ —H.88 10 mg

WH DY
UL

Z0t
LA

1427 (gEHIEm@E. PTPY— 1)
01428 (sEHIEmE. PTPY— 1)

10




3.

2. RENDMEMK

(1) A#ms CEMRRES) OEERVHRMH

#R554 T+ —H5E5 mg T+ —HEE10 mg
18gh 18eh

HEs ARGy oasy Smg Ay z7asy 10 mg
(FRgyoprrrFrELyy | ARGy rFonELryy
1ya—) Lk E LT6.15 mg) )a—)LKFmE LTI12.3 mg)
HRELO—X, #KIE YORREFRY, ZBIEY 4R, RTT7UY

ryiib=] BT Ro9 L, RYEZLTILaA—IL E2ITALY) « BIEF2 L.
</ B3—)L4000, 2Ly, EE=_F{bE

(2) BREFORE
ZELan

3) mmE
LB

NMIBRBDHREUVERE
ZHLan

wal i
ZL LA

BAT DAREED &H 5 KW

ZHLan

11




6. HADEEEUTICHEITHIREN

(1) RERE. MERVFTEEHR

. REEH
E 4 e 5 &
AR =% | 5E % RER RFHAR R
0 _ _ HDPEZR k)L
5°C (S0 H ) 361 A BER
5°C — - TYRE— 3650 A BN
0 _ HDPEZR k)L
MR ESE 25°C | 60%RH (Y B 365 A BN
25°C | 60%RH - JYRE— 361 A HIEA
0 _ HDPE7R kL
30°C | 75%RH (S H I 361 A HiEm
30°C | 75%RH - TJYRE— 365 A REN
0 _ HDPEZ kL
mgstes | 20°C | 75%RH (S H I 65 A HiEHN
40°C [75%RH| — TJYRA— 61 A BN
BE
RU | 25°C |60%RH| — maE 125 A8 FEN
i | RE
FAER HEBE1208Ix - hrl L
3 - - Bt maL IS ST TR L — BN
200W - hr/m’LLE

AEER MR G888

HDPE : high density polyethylene, &ZEER) I FL >

TJYRe—a% . RYEBLEZI/RVIVBAR M) ILABIFLY/FILEZDLI—

1. ARERVBEBRRORENL

s L0

8. fhFl& DEEEEL (MEBIELFMEL)

UL

9. BH™
INFILE

10. &% - a%

(1) FENRELGES - 8. HNEVRKRLCEES - S8CET H1ER

% LAL

12

. EBME. Ko, Rt BE. Bhit




11.

12.

(2) a%

(T # —H§Ed mg)
1006 [108 (PTP) x10]
1408 [1488 (PTP) x10]
5008 [10%& (PTP) x50]
5008 [#R. /N3, EZBEFIAY]

(T4 —H810 mg)
1005 [106 (PTP) x10]
1408 [148 (PTP) x10]

3) FhREE
ZH LA

4) BHEOME
R hILaE
HOPERAR kL. U AT, RYTREL VXY v T, #5E
TR —a% .
T4ILL (PVC//RY OB kY ZAOIFLY) . PILEZOLY— b, #5E

AERHESNLEME
FEEHGL

Z Dtk
ZEEHTL

13



V. AakIcEY 5EE
1. ShEEX (TR
O2%! #E R Im
O1&¥EFRTA
O LTL
f=fZL. BHLFLOEFEEMNLGEEEZTTVLSEBICRS,
OB iR
fzzL. REBLEX(IBEFETHOREEZRS,

(ﬁ@gﬁ) 1) ~16) | 19) ~22)

BERZCEFEE XEFEMALTVLAIMBEETE (RLKRZLILTEL EHEA X
DUnRERI (FV=FR) . EJ7F4 FRER., a-FLaLF—EHER. F7VV
DURER|, DRTFONRTFF—E-ABREHF (DPP-4EEHF]) . JIL AT UHERTFF
-1ZEKEDE (GLP-1Z2ARERESHE) ) THHEIY FO—LAF+H LR BERAN2EBERR
BEEZNRELEAFOBEBBER VO MR TE L OFABREIZOERNSE I bMHEHER
(D1692C000055:5%) . EIN5E M4HEAER (D1692C00006545% . D1692C0001254E%) #=EME L 1=,
ZOHRRE. AEOBEMME. REEARERSALI LMD, BOMERTEORKTMES
EBICBET BHA K541 (2Q0108F7H) I2HET3MEEXIEISEDFEEIZHEL.. KFID3EE
XIFHRE MEMERKFl L/ELT,

AR UEEBEMTEOEIY FO—ILAT+HL BRI RERFEEEDNRE LEAFRY
AR) VHEEDOHAREITHDI T tARRMBIETHRLEEREE (MB1022295 82 R U
MB1022305£E8) (CHLNT. AFI5 mg, 10 mgDARRT 4w =R - TOAT7 A JLIZBFT
HEEDIETUANERSINIz0. RAEIDEERTHRE MNMEMERK LH/E LT,
HFFEFEE xR & L -EE RS MAAER (D1699C00001585% : DAPA-HFELER) IZH LT,
AFNOMEDARRT 4w b=-JRY - TAT7AIVEERFTHILEDIETVRAM RS
CEML, FEOHRERIDRE MBELRE] E&RELT,

F-. ERLFFEMAERER (D1699C0000154ER) &, BEDLTLDEEBEREZITTLSE
ENRERTHAHAZ EM D, MREREHRTHRARIHRE L=,

B BEFEEETRE L-ERHLREMAER (D169AC000015LER : DAPA-CKDERER) 123
WT. AFNOMgDARR T4y b=-URY - TAT7AIEIERFTHDIEDIET U AMTR
Eht-, -, EELFEFEMAARER (D169AC000015KER) H T4 IL— T8, B4R E D
#AEKE& (D1693C000015%5% : DECLAREZRER) 2" DY TV I —THEfAL LT, BRFEEHOE
BICEOLLTAFDEBICETHABENRO—ERIIRHA SN TR TOHEDCFRE Y
UARIZh iz o TiREnfz, &> CTEEHFRIEMEER (D169AC00001:KER) DEIREED
UACRD FRRIEIZA D 5T . AEIEERBEHREUVEEHOVTIOEBUEBEBEEEICS
WTHEMEARSN-IEMN D, EERIEHRE NMEMBREMKRI LBEL, 48, X
HERE I EEFPOEBUEBRFEE CSVTARIOBEEIBESRON EMnD, T
L. RPBREXEBNETHFOBEZR, 1 E/E LT
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2.

2D DECLAREZRER : DM BERBAHOAREMH A EBERFBECEVT, 2BBRERVLOEREDY XY
EFITHT SEEDREBRITENML THRELEXFOLDNERVET Y FALNOANEEFHMEL =2
AR, BFALE. ZETR. T RER. FIHEHR

DRI RICEET HFE

5 MEXIHRICEET HEE

(1BYUMERRR. 2BIMEPRSR)

5.1 EENEBHREBEZTDHSIBEXIENFORABTREEE TEAHK O MAERT
ERNBIFTERLO, BELGWI L, [8.2, 9.2. 18]

5.2 PEEDBHREEZTDHSEZBTIAFDOMBERTERANTFICHE NG
RUENHLIDTEREOVELZIREICHIT S5 E,08.2.9.2.2,16.6.1,17.1.1

5.3 XHIOERIEHoMNLOWERFARDEARATHIRBRERE, EFREEZTHIC

ToLTHRNFR+RLGBRICRYVEERT H &,
(1EUHEFRA)

5.4 AKIOEAFHOMNMLHEYGA VR ViaRETHIC{To-LT, M3V K

A—LBR+RRIERICRES I &,
(BHELF£E)

55 TERERAHE] DEHORNRZRAML . BRARICHEAAN OGN E-EEOER (FA

BE) Z+RICEELE-LET, BRBEZRIRT S L, [17.1.3881]
(IBHEERR)

5.6 eGFRAY25 mL/min/1. 73 WKEDEE TIEL, AFDEREBEEAN T2 /L AEL
AIREMEA DD & AFIREFRIZeCFRMET 5 MDY . BHEREENEL
TEEEINAHI MDD, REDLEMRZEREICHIN I 52 &, eGFRA
25 mL/min/1.73 MERBEDBEZEZRRE LI-EBRERRABRITEREL TLVEL, [8.2,

5.7 TERERAHE] OIEOARZHAML . BRARICHAAN DN -EZOER (R&E
B, GHRAE. BHEES) 21+0CERELE-LET, BEERRICHTSA04 F5 4
VICETARMBECEERESEEFESEIC BRNEBEEERT S E, [17.1.4
SHR]

(ﬁggﬁ) 15) ~20)

5.1 AFNDWHFHDRIIBEREICKELTVS DD, EENERERESTDHLIEE
XZBHHPORPBLREBE TRIAFOMmMABERTERVAFTEG LD, Chb
DEE~NOFRFIOEZSIFETSHIE, (WL 5 BELGEARNIEETOEA] |
Mo 6. (2) BHEEEESE OESR)

5.2 ARHIDOHEHHMRIIBHECEKFELTWDS I DD, FEEOBREREETOHLESE
TIEAF| DO MERE TEAN+RIHE NG VARRENH LD TREDLERZIREIC
T DB EAHD, (V. 5 EEQEAMITIELEZDER) . I 6. (2)

15



5.3

5.4

5.5

5.6,

BREEETEE) . VI 100 (1) BREETEEICSTL2EMEHE] . TV. 5
(5) BF - RWEANRER OESER)

RRFABRDEATHIBERE, EBRELTHITTo-LT, IRAF+H%
BRIZAFE/RETH L,

AR VEEBERTIEMEI Y FO—ULAF+ BRI REREEEENRELE
AEIRVA DR DEEEDHRABEECEVT, To7RELBR L THINEEER
N OBEKMICEZELMPEI Y FO—ILOBRENEREINECEMDREL,
FEDERICH-> T, IARFOBRRARICHAANON-EEOERZ TS
[CEBLELT, BCEELTERHMT ILENHLIENLHRELIz, (V.5
(4) HREERIEER ] DIESR)

5.7 EMRLFRFEMAEER (D169AC000015KER) DN FREMEUVHBRAEESFEA.
eGFRAY25 mL/min/1.73 MRFEDBETIEAFDOBREOREEFEEICHIET 2LE
BHdI L. AEDESICE L TITERAROMREEEREZTHICEBLI-LT.
BHEBEBICNTE2HM4 RSA VICET22MBELCEREENEFESEIC. @b
BEEZBERTIVENHDIIENDEREL, (VI 5. EELGERNIELZTD
Bl . (WL 6. (2) B#eEEERE] (V. b (4) RAMEER] OESE)

3. RERUVHAE

M

(2)

RERUVRAEDHESR

(2B BEFR IR

BE, BAICES/RT) 700 LTS mEIBIREAOKST 5. 4H. BRF
THRGHBEICE, BEEZ+DITHEELLGAL10 mgIBIEICIBET S EMNTE S,

(1 BIHERRTR)

AVR) VRENEDHRIZEWNT, BE. RAICEFE/RT) 70D LT mg#l
BIEROKET 5. BE. MRT+AEBECE. BBE+TDITHE L AL 510 mgl
BIEICIEET HEMNTE S,

(BHELFE, BHEERRK
BE. BAICEFAAT ) o2 L LTI0 gz BIEEORET 5,

BB UEBODREEE - /D ~10 15 16 (19 20) 2 ~2D
AEDORERUVAER, UTOENRVERNERZROBRICEDEHEL -,

(2 HERRIR)
A&
AFIOMBHEREAELFLRPN12. OBHTHS Z &, AFHIREGHFIRKR24EBM/ 2D
YU BBRERAFRMICEEENLSZEMD, XFFTHIEREAREEEZ O

16



fzo Tz NEAEZRRITEN TERE SN -FEMEKER (MB1020135KER) I2HLVT,
AFDORAIEIRE ERIBREGOFEMMEETRIFZE T, AUCIZ & 4 5Hil TIXARHF D RINE
CBEOEENHONGEN =2 LMD, AFITRBICEFRGL., 1B1EE DM
HCHRATREE LT,
RE
BAANBERABHZMEE LE-ENRNE I BERKRSHE (MB1020105E8) RUH
AKN2EBERFBEEZRRICERL-ERNE [ HBRERGHER (MB10202558%) 126
WT. REIDAUCIEZENZN2.5~50 mgFETRU2.56~20 mgE THORHETHEKREN
[CH#EmML., BRNE [ #HREHRSHEE (MB1020255%88) (CHULVT, 1H10 g AE TR
EHEHEE, L —ZADBY Y T7SVARUVBETO Y IILD—ABRIEE R
XTS5 b—IZEL., 10mg&20 mgTIERARBETH >z, =, BAAN2EBERKFE
EExxREL-ERNE DbtARER (D169200000554E%) . E A5 M485XER (D1692C00006
HER) ICHLTAHFIS mgl B1E & EEARTAFI0 mgl B1IRIDA A & Y KE4HbATClE
DETHERLAHSNT=A. 10 mgBETIE Mg LLERTHEEFROEREENDOLFL
ERAHON=-CEMD, b mgzBEEDRKAZEE LT,
HMECEALTEK, BANEERREZFZRREL-ENEIERHN RS AR
(D1692C000125%ER) 12HULT. AFKI5 mgl BIE THRENR+HHBHICH L. KH
%10 mglBIEIANEE T 52 LTk Y., HAICER UZEERFMAEEDE L HETHER
Hon, 10 gl BIEOHETHRBHUICREN DBRRRIRIFTH -2 EMND,
IRF+HEHEICIE. BEETHICRELAGASIOngI BIEICEET S LA
TEd, | £E&EEL,

(1 BIHERRTR)

1RERABIEA VR ) U OMRBEIS E SN TEY FERRZEAA K54 22019) .
ARENEA DR VEE~NOHPMBOFREE LTHESA R, 41 VR ) UEEEM
TIROFEIY FA— AT+ RIEERFEEER]RE LERFIR VI VR Y Y
BF| & OB EEEDERNE MAEEE (D1695C000015EkPartB) R VE#E 75 AR
B EERLERER (MB1022305%88) O BAALFICE LT, AFI10 mglkb mgs
H# L THOAM e R UBIREHEEE OWLWThIZE WL TEH, HEMICK Y SLEENT
BEIhf-, MXSEORLEICOVNTH, £ BRBEZ FT7 L F—SARVEED
EBEO#EERORBR IR VICOVTHERLERDOHIEFIROONGELIL STz, &5
(2. ENEMAEE (D1695C0000154EkPartB) (2H VT, KKI5 meRU10 mexiks
Lz &, BEUEBICEOON-AMMEE. S2BRBETHHEL. £AKAIZ10 gt
ThmgB & YBBEMNICEVENENR Oz, — A . S BIERSETHERR T 4 v
FABONAIBERFEENEETH L. RU2BEERFEEICRNT 2AEAE
RUASELO—EMUZZEEL. BRANBEBERREEICHNT AR OMRKRHEZRER
VAZ. 5 mgD1B1E#S ., $IRF+HHIGEICE, 10mgl B1EICEELHEL
T=o

17



(BHLTE)

AFND2EBERBIZH T 5 & BHAEI0 mglECNFETOBRKARBBERUVERRKIZES
THERARRZABALC TRFLEZRTUIERINTHE Y. EYVDHRBERVENZEHG
Haho, BRICHITHSALT2EEERILI0 meTIRIFRKREGE D, £, 10 mgDR
A&, CKDRF—3 (eGFR : 30~60 mL/min/1.73 m*) DBEFEZERZRE LI-HERT
LRIFTH =, EK Y, EREHEFEZEMMEFE (D1699C000015KE8) TIX. T&M
MRS, HD. SALT2ORKEEZ Lo THAEL L TI0 mgZERRL 1=,
PEENCEEDNEMBEKFZAHT P2RMBRFEBEEEFIRIC. FHIN0 mgziks
L7-ErEEEFER (D1690C00023545% : DELIGHTEAER) D#ERM o, MEBETIEAIZK
#FL7ZWOUACRDIETIEA LeGFRO—BHEDIE TERAMRED o=, 2RERKEEEIC
B1T510 mgREROUACRIETER. MEETER, AEETERIE, Smgix5 Lt
RLTEE-ELTEVMRETR LIz, AXFIQRESMIERS2EMEIRFES LEE
ATRZOHBERFELLHILOD. TAENOAEMBICEVTIO g THERAMNRK
fELTWV-, EENVRATLEBEZETILALDOFAIENT, EBELTLEET
ZLCROONLIBHENMETLEEETL, BAFZNSIA-FIIHTHFFDRAE
IKFFHEDN2.5 mgM 510 meDEBETRI-N D ENTHR SN, LEEDEEERSE
& HFrEFEEZXR & L-EFEHREMAAFER (D1699C000015HER) (2 1 S5
AEZ10mge L= EIXBYITHSEEZ DN,

Eff#£EEMAAEER (D1699C000015KER) TIE. BEAA K34 VIR L TLTED
BENTZIITHOATVSHFrEFBEZHRIC. AFI10 mgZ1B1E, FEBRICE
mgE L1z, TORE. DOEXERVLDFLEEBLEDIVRAINARECETLTEY . D
FERIERICH L THREPEMAEN DEBRMEZEDH IR T 1 v AFEON TV,
o, HEEPEE. 2RERFOSHOFEICHLLTRO O NI,
EFR£EEMAEEER (D1699C000015KER) IZH (T HAHFI10 meDEHIMMER VLR EMED
BREHERN S, RFN0 mgld, DMEEXFDAFAEAAANY FORBRREZETSESH L
TIStREYLERICEN, BBEZFSEHAICH L TRENODBRELRFTHY .
2RERAEN B REEEFOHFEREBEADLTHEFEBICEVTEFT LIRS
TAayb-URY -NSURERLEZCEND, BRANEBHLDTRLEBEIIHT 5KF
DERFREZFAERVAZER. 10 gl BIEREG EEE LT=,
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(BHEER)

AFIOEZHAZ10 mg 1B1EEREHORLEL. 2RI BERFEELCICESE
DRLBEEZRRE LEBRERBRERVERRKICE TH5EARHRETEL THER
NTHEY . EVBEERVEAZNLGE AN S, BE(CH T SSCLT2FEEFERAIL10 mg
TIRERKELGDIEEZONTZ, LIz -> T, EEERIFEIMEGE (D169AC00001 5
BR) TlE., ReMMEFRIN, SALT2OKAHEENHHFCEHIHAEL L TIOmg 181
Ei%5%#BRLT-, TOHER. UTORERNIEON, (1) TEFEEERUVEIR
FEHMEEE ICHEWLTAFI0 mgd TS5 EHRICKHT HBEEN TSNz, (2) 65
ERUBHAENE L IETLEEE (eGFRA30 mL/min/1.73 m’kiE) AEFEh DK
HERICEWT, AFN0 megEDRBEHEIIRIFTHY . F-HRLEOBRRIEDHS
Hhot-,
FOMEOTETHER RUVEIRMFHEEE ORFRIE. 22BRASHEZERVERR
EEHEE, TRITR—XS5 4 VEDeGFREVUACRAI ZELITRTOY ITHIL—TF
MIT—EB LTl

Fi-. ERLFFEIMEHER (D169AC000015KER) Tk, KARERLV ERET LHESE
R, BEMEXTEHREOFHLGMETARO O, EEMLGLERXIIHAEOR
EEBICK > TIMLDERMNELLBVGESICEAFORENTRELGREL SN
TLzh, HBHMZEL T, A& (RIEHET 5 T5R) 10 mgh 55 mgl2FE
SNBFRIIFEAE WG o= (RFIEEIOH [4.2%] . TS HRE614][2.8%])
hoDEEDS B, REIFHD6TH (3.1%) RV TS HREDI8H (2.2%) (. &
Fl (RIERET D TS5ER) 10 g~OBEE I ThhEA o1,
CNOoDMREELY. RFN0 mgld, 2RERFROEHOFERUVEREEZRHOTIES
ERRBEZBICEVWTRBELEARI 4w b YR TOT7ANLEFHTHI LIRS
nit=,

LE&Y, EREEEZEMIARER (D169AC000015LER) DIEEMN 510 mg 1HIEF S
FUBF S D2EVNERVHEBRAGELREENT I L. b mg~DBEFIEH
ITHTH>-CeEmnn, BRANEBUEBBARBEICE T2 XXOBRKHEREAEZRUA
=l&. 10mg 1B1EEE LHFE LT,
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4 RERUVREICEHET HEE

1.
(1 EUBEFR SR )
1.1 KHFA R VREIOKERETEGD, 41 2R VHEADOKESZHIETHER

RERUVHAZICEAET R

BEBMESCT F 7V RF—VANRISEENAHAHD T, FFOREIZHT=-
TIEA VR VEFIZHRIELG NI &, [8.6.1, 8.6.2, 11.1.458]

1.2 KHEEA VR VEREIOHBIZH=->TIE, BMBE) R ZERT H7=DIZ1 >

AYUHEIDREERET S &, EL, BEGEERYT FTYF—2 DY
RVEBHHDTEET AL, BHE. BKRRTE. 1 VR ) VREDIBERE
BOBEIF0%UNES 5 EMNHRESNI?, [8.6.1.8.6.2,11.1.1.11.1.4,
17.1.288]

(BHEOLFE. BIHBERER)
1.3 1HBERRZAEHITHIEETE. BRFARICFELEZEMH LS VEEDEED

L LT BULGHIENTASEERTTOmgI BRSO BREZ/MIRT 5 &, Fi-.
BBZTDICHELAGAGA VR VEZHRAELE, 10 gl BIRICBEYT 5
& SmglBIETIEHEBHLAERMEMEBRAFICHT 2FMREFER A TY
iy, [7.107.208.6.1, 9.1.4, 11.1. 48]

(&)

7.1,

1.3

1.2 1BBERFRBFICEVTE, BENEET7 M7 F—SADI RV ZEBT 518
[ZIF. BEICHELEA VR VOBREEDRATINEEZETHAS-HRE L=, ( [VL
5. BEEGEAMEELZOEH] . VI 8. (1) EXLEMERAEMEAAERL . TV.
5. (4) REERIEER] DESR)
1RERARBEORZEFRBAZRVAZXIBIES mgTHE—H. BELTFLEER
VEMERBREZORZRVAZFTIBIEI0 mehoDZ5MEL 455,
FRIBAEICONTIE, 12BRFEEFICEVT, AFRERICEIGA VY VED
REZTV. AR VEOEHICHEY IEETER (EEERMBERUVERRT +7
V=L R) OFERIVRAVERIMET B0, BELDFERVEHERMKICH L TR
5455801 ERRROAERVAEZSRLI-LTREZREY S =OICIEIHER
ROBRIHEET VEMEDEENDETHLH-OREL,
BEICOVTIE., BELDFE2RVERBRKIIEET. M OETHENRFEZELTL
PEBTHAHACEEZERELT, 1EERFEZEH I HIEROFERIEUERFESE
[CEWTHSELT2EEAZKRICEEBESN D10 mZAVNSZENMVETHY ., bmgT
FAREICHT 2AEMEFER SN TOGENIENGI0 mABET S L& LT,
(TV. 4 FERUVHEICEEY X8, IV 5. EXELERMIELZTOEA] .
rm 6. (1) &6HE - BEEFOHSEE) . WL 8. (1) EXLTEMEREOH
fERK] . TV, 5. (5) BE - mEAHER OESE)
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5. ERIRAHR

(1) BRT—2/1\vi5r—2

#)[E] A& B
XABOREL (O : FEAE. O SEEH)
X | #@om 2-r HBRTHA v FSE 1 BUERELR
EhE
FIEBIL
o WBl02010 | —mE# RS AENREERECH 1 BREM.
A% IS5 wkeE | 326 EWBER CENEORE
RS
ENE 48 WAL
o | BB WB102025 | —®ER IHBRARE | AEFEREESICHT LR,
B F5uRHE | 366 EWTER CENEORE
RS
© Rl FE AR | Ry =2 L ORMEE R
EME Tbig | D1692000005 | T AL IMERAEE ) ]
| e o —FER Vo HIR GRS ORE
554 R
Py -
° N D1692C00006 —s5i 2RIMEFRIREE B R UES OB
ERETAE | B EER 26141
o 554 R
o : D1692C00012 | JEE# 2RIMER IR R AF| IR 5 SRR AREE L D
B S 72841 e
o MB102059 RIS REEHERE BOLEBED
*E 751 B AFTALTEY T 4
s
o MB102005 EmIEAIL EREERE HhTEILE - FEFID
*E 28, 28 SE~1 451 R AL T T AL SEY T 4
Y ORF—i\—
FER
o WB102019 | mfEALL RS IR ENEBECRETRED
*E 28, 208 1451 1
Y ORF—i\—
B MERRE - ERAFURO NS
MB102062 EEAL fREEERE i .
o e : RS (ZEE) BEHNAOR
*E 38, 3ME SE~29%1 S
BHE T A Y ORE—/— el
8 MB102090 ;'EZ*:“S EREERE iﬂ%ﬁfﬂﬁﬂw 3F§Lﬁﬁ§gﬁ|]0)“$%$
o e e o RS () /R -
) BEFUHOBEOHE O
Y A RFA—iN—
FIEBIE
o B 102001 ;fiﬁﬁﬁ RERRE FESMEEES ST RN,
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(2) BEERZEIRHER
1) BEES5EER (MB102010556%) 2
BARANEEBMWHEREI2FIZ TS5 AR, AFK2.5, 10, 20, 50 mgZ EEFEOKS L
75t R BRAEHMEERKRESHRBOFERE. REBERD VLo —IEFHEFKRE
BlITRFELTEMLEA., MEEB~OEET GNP,
) AFOERRINF-FAERVCHEE . QEBERE B%. BAEE/ Gy 70SVEL
Timgx 1 B1EROBET S, B8, DEF+HEBECE., BBE+LITBERLEA
S10mgl B1EICEET 2 ENTES, (RBRE) 1 VR VEEIEOHFAIZED

T, BE. BAICES/5y 28208 LT gz BIEBAKRET 5, 45, RT
FTREBEICE, BBRETHICHELANSI0 gl BIRICEET S ENTES,

2) RE#H%5ER (MB102025548%) 2

BARAN2EBERBEEIOH T Z AR, AFI2.5. 10, 20 gz 1BIEI14BMRERE
ARE LTS5 tRBRAEHEREREHBROBER. RAJTILI—XFHEL
AFIDOEEEITIRKFLTEML, #51BEOBRER2UBHETCORBERGT I IL
J—REEHEIF, KFI2.5, 10RU20 mgEE5ETENENSIT. I, 68.4, 76.7 gTH
Y. BE514EBDEEERUBEFECORBRFVILI—IHFMEETEKHF2. 5, 10K
V20 mgix 5 TENETNAL.6, 71.4, 73.0 gTH- 1=, IRE13HBEDOGTTR D MAE
BEDAUC-mIFIET L=

E) ARORBESNEAERUAE . QRBRS) B4, RACRLATUT00EL

TSmgZ 1 BIEEOKRES 5, 4. IRF+HBEEICE, BBE+HICHELGA
510 mgl BIEICIEE T 5 EATE S,

3) REHS5HER (MB10200254E8) (WMEAT—4) @

BEBERFAONICT S AR, AHFI2.5. 10, 20, 50, 100 mgx14HEREROHRE
L7 5t BASHEREREHBOER. KF120~100 mgd REH 5B,
2.5RTM0 mgiER & Y L 24BMRERP V)L —RBEMEMNEML 24, #E
BREREVMBRIRERSROUBRZERRF I NI —AFREIREBETH 1=

AEZ, RPRUVMFFORLMEFEER ICALALGEEERES AN P,
) FROERDBSN-RERVCAE : QERREF 8%, RAICEERT7) 700 &L
TSmgZ 1 BIEEOKRES 5, BH. MRF+HBEEICE, BBAZ+FICHELLGH
10 mgl BIEICIBET 52 &ATE D, (IEBMERK 1 VR ) VHAIEOFAIZEN

T, BE. BAICES/5y 20208 LT gz BIRBOHRET 5, 485, RS
F+REHBEICE, BBETHICHRELANSI0 gl BIEICEET S ENTE S,
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4) REHSHER (D1695C000015K5&%PartA) ¥
BARMNBBERKBEEZGIZ TSR, AF5, 10 mz1BIETERREZORS
Li=& &, THEDURHRBEHFHEDN—R S UM DFEHEILE (SD) [FK
FISB 10 mg 5 TENZN96.55 (30.08) g/24h, 101.28 (20.13) g/24hTH Y .
AFE S TRESFHEDZEMARD Stz, TF7HREETIE-6.16 g/24h & R¥E
Bt EORIARBOH NP
F) AFORRDSN-RERVAE . (QBEMERKR 1 VR VEAEOHFRICENT. &

B.HEANCEEART) 20O LTl RIEROKRET 5. BE. DRF+24
EEICE, BEETAICBRBELAASI0 gl BIRIBET S ENTES,

(3) AERGRRHR
HBARE L
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(4) #REERIEHER
1) BREREEAER
(i) EELILELTRERCHER

BAAN2EERFEEZRRE LI-ENE IbiEER (D1692C000055K5) - ©

B

#J

+AGONEIL FO—ARFONTVEVWERA2EBERFEE ZHRICK
FOENMERUVREMERE LT,

HEBTHaA Y

SR AR, BiEAL, TS ARAE, WITHELER., —FTHRHAR

%t

Ed

BARAN2EKEREEE
(B&k, 75 wRE5M5, AHFIT mg™® E5951. 2.5 mg™® E$5641. 5 mgEE5843l.
10 mg™® #£5245))

EEREE

M
(2)

)
4)
(%)

(6)

FEHIBHELULTIRMUTOEARABREX T&E

UTOEEDONINNCART 2R ERKFES

- BEREE S TRBET., ZHEOHAIcAT% UL E10% L T THhHEE

- BEBETICERBOEYVEELIZZLEAEZTTELT. BHBED
HbA1ch 7% L E10% LI T THHESE

- BRLUATICHERRICHT 2EMEEZEZZ T ELAHHSIBEET. Bk
B DHbATcAT%LL E10% LI T TH D ESE

- BB THERBICHTIEMEREEZZT TV -EE T, ZHFD
HbATchS8% LA T M DZERERE MAEIEA240 mg/dLLL T TH I EE R
Sh3EYEET. 1BEOKOMBERTEN, TAETANEKIRZK
AE0*EXFOHAETHASIN TV 2IEEORO MR TIE)

ZRECR TF FIREAT.0 ng/mL (0.33 nmol/L) ¥ X 5EH

BMIAY40 kg/mLLTTHZEE

mEILT7F=UMNBMIET.5 mg/dL (132.6 mmol/L) FiE. ZiIX1. 4

mg/dL (123.8 mmol/L) FiET. M DOMRIKX TEH L 7=eGFRAY60

mL/min/1.73 Mm%z % 58%E

ARy FREMETILIZI /O LT FZ M0 mg/ghiFEe EE

NG EBRNGNESE

%

ERBRNEE

M
(2)

3)

(4)

WERP R ILREA PO L

MERFICEL, UTOWThhhRBOoN-EE

- ZEERIB0ALRIZA YR VI &k HHEREEENH L BE

WERIRT N7V PV ARBIEREEMEET b EEOBRTENH
SEE

- BB LA H ARICHEZCRRFEREER I H8E

- EYBREERITTEY .. ERRMAEEN240 mg/dLEB A 5EE

MERKE (DEHEE, FRERDE. 5 ML FRE. —@MMKE M

REX RN EREES. FBK NBOLN-EE

BEEE (FRELGEREXFZREICETIIEESORERE. £X14EX

FEREDOBMEMER. REFE) ARBOLON-EE

(5) EEENDFEZEZ S IFBEIERERRIERIEE R U BB R A LN

RIEZHRT HEE

(6) FiES (EXRGHEELNHY .. hOEREXRFHOREICTHEROLR)

NEOLN-EE
%

A OB OA

&

BEERTTISEAREZ4EMIBE L&, BREEAELTH-IEEEERHN.

2.5,

5. 10 mgRIF TS5 EARBEICEMEAICETIT, —EERT CREEZ12:E

MIB1EERICEARS L1,
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FTEFMIBER | B5654812:8% (LOCF [Last observation carried forward : SRIRELAEIZ L DR
BIEDMSE) ) (2HITBHACDR—R S A UMENSDFEHTLE
BIXREEMIERE | - X5 R128% (LOCF) 128+ BHbA1ch 7% REIZEE L F-#ERE DS
- 5 RIR12:8% (LOCF) ITHITHEERFMBEDOR—IX 54 VEMSDFE
HELL=E
& F| [FEFMER]

HOAICDAR—RX S5 A4 VENLDEHEILE

BREHIB1I2BZDOHAcDR—R S A4 VENMSDRABEFHFEHELZIZH LY
T. 75 ERBELERNTERAN, 2.5, 5. 10 mgEHEOWLWTHICEVWTHLHEELE
THAZESOH SN (p<0.0001) , AFISK V10 mgBIZH 1+ 2R E5RB128%D
HOATcDR—R S A4 VEN L DRBERFATFHELLEITZETNETN-0.37T% RV
-0.44% T, TSERBEDEFFNEFN-0.74%KVU-0.80%TdH o=, AFHl
TRU2.5megBE TOHOATCE THRITCN K YINES L R=X S A VEISDER
BEATHELEIZEITAI TS ERBEDEIXIETNEFN-0.49% K U-0.48%
TH-oT=,

AEIONWTIDIRESERICHENTE., REMARBRORVIOBIER S THHIRSEHIE
AEZICHAICDR—R S A HENSDIETHARD NI, FRERFRIZHNT,
AFIBETIEIHACDR—R S A UENDDETHAZED D=, TSERETE
HbAICDAR—R 54 UEMN LD EREMNBOH St

HbATcDR—R 51 EA L DFIHELE (12:8 : LOCF)

SIS : AH|
HbAlc (%) TS5+ R 1 mg 2.5 mg 5 mg 10 mg
BHMMETE (54 1) (59 451 (56 451) (58 ) (52 1)
R—R 54 VER VIR ERA 54 59 56 58 52
12 B DIEN H 5515k
RNR—RS5 4 ViE 8.12 8.10 7.92 8.05 8.18
(FHHEEZHERE) +0.71 +0.79 +0.74 +0. 66 +0.69
B 5ER 12 B DIE 8.48 7.97 7.84 7.68 1.72
(FHEHZERE) +0. 897 +0. 883 +0.776 +0. 567 +0. 703
R—RFA INEM b DFFEEH 0.37 -0.12 -0.11 -0.37 -0.44
L= +0.07 +0.07 +0.07 +0.07 +0.07
(RHE AT
95%CI 0.23 -0.25 -0.25 -0.50 -0.58
0.50 0.01 0.02 -0.24 -0.30
R—RFA INEM b DFFEEH NA -0.49 -0.48 -0.74 -0.80
THECEIZHIT D TS5EREE +0.10 +0.10 +0.10 +0.10
EDE?
(CEEHIZELE)
95%CI NA -0.68 -0.67 -0.93 -1.00
-0.29 -0.28 -0.54 -0. 61
plE (FSERELEDLE) ° NA <0. 0001 <0. 0001 <0. 0001 <0. 0001

NA : 522472 L., FAS: full analysis set (RADBIHMRER)
a GAEEZETYR. N—XTM VEEHEE L LTED ANCOVA ET)LIZED CHEEIE.
b BREDLZEMIE Dunnett ;EICK YHIE LEEKAEF0.015 & L1,
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(%) TSt (n=54)

0617 #1070V 1me(n=59)
)¢ 70Y2.5mg(n=56)
‘ —e— ¥)0UT0YV5me (=58)
0.4+ —e— ¥/{JU70Y>10me(n=52)
R—R54Y THEHTERE (%)
S5t 8.12+0.71
0.21 #)JUo0Y1mg  8.10+0.79
A)JUo0v2.5mg 7.92+0.74
)\JU70I6mg 8.05+0.66
E &)JU2709>10mg  8.18+0.69
ft 04
-4
-0.2
~-0.4
HEEEHTIZ( LR (95%CI)
-0.6 1 FAS
T T T T T T *:p<0.0001
0 4 6 8 10 12(G8) (vs.75tzR. Dunnett&e)
HAICDR—RX 5 A UEN S DRBFEAEHE/LBOHER (LOCF)
(BIRFHEIEE]

HbAlc 7% RiEICEZE L -HBEBREDINE

B E5RIR12;:8#% ICHbAIcA T %R imICEE L F-#ERE D& (X, AFI1. 2.5, 5.

10 mgBEETENENL. 7% (1/59451) . 8.9% (5/56451) . 5.2% (3/5845) . 9.6%
(5/52f5) THY. WIThETS5HRE (1.9%. 1/54f]) LLRTHELD

DTIEELI - T=,

TEFOEEOR—X A VENDEHELLE
BRERRI2ZBZDEEROBEEDR—X S VEMDRBEEHTHEILLE
. RFIFECIIHEEREFEEOETAESH N, 1, 2.5, 5, 10 mgOWLVFThDA
ERTHLISERBLEERTHELRETTHo= (p<0.0001, R—RXS5 4>
ENSDRABRFAHAFEHEILE : TSEAREI.17 mg/dL. KFI1 mgiE-15. 61
mg/dL. 2.5 mg#$-19. 83 mg/dL. 5 mg®¥-23. 51 mg/dL. 10 mg®¥-31. 94 mg/dL) ,
AENM, 2.5 5. 10 mgBEOWVWTIIZEVWTHLERSRBEDRVDAEEATH
LSRRI BRICEEHOBEDR—XSM4 VEMNSDETHILAROH SN 1=
N, TSERBETEESHBEOVTIORERATEHEREFMEED N—
ASA EMSDEFERHLENT-,

EEED|

BEMERIE TSR, RHF1, 2.5, 5, 10 mgBETENENL 9% (1/5445 : iR
%) . 3.4% (2/591 : {Eik. MFMEBEBEA) . 1.8% (1/564 : EAEIEMEME
FR) . 0% (0/58%51) . 5.8% (3/52/ : RE&RRE . BEBL . $E/R) I2BHLHN
= EELEMERIIRESIAE,I o 1=,

AEERICBVT, RIEHETHONE-DIFIEREBEXTHY . 75 RE.
AFKI1, 2.5, 5. 10 mgBEETENEN24. 1% (13/5441) . 20.3% (12/5945) .
17.9% (10/5641) . 12.1% (7/58%1) . 23.1% (12/52451) 1B Sht=,
F-. BEREEEI&SNEL > T=H, KFIT mgBED 1454318 BhEA R o (2 B
FERODZWBBRSICLYERTELT,

EMEEDEEERRBESIEL. TS5RE1.9% (1/544)) . &KFI2.5 mgi
1.8% (1/56451) . 5 mg#¥09% (0/58%5) . 10 mg&¥1.9% (1/524) THY . E
EOEMBEEIIZEHSNEIN>T1-, BMFEECKYRBREDERSEZHIELT-
WERE XM DT,

['VII.

8.

(1) EXGEMEREMBER] DRSE,
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F) AFOERBSN-RERVAE . QEBRR) &%, RALEFNTY 700 £ LTS mzlAT
EEAKRET 5, BH. IRFHHLEBEICTFT, BBETATHELEASI0 gl BIEIICIEET
ZENTED,

KEMBEL. MNEEREESOAM T VADERICH>TTROEBY HELT-,

BEEOKIMMEE EEDEHEZTOTEEZSOEOHICHELI S DEPAVELEEEER. N DECSH
EX (TP IGBIFEIZ K ZMEENDL mg/dLRFE T, FILaA—RXETILATUEkEIZKY
2EICEET 58

BEOKMFELE EEQERMBELEICITZEY LEOD, EEEER NEHEHLSDEMOLEEZBHELY)
A DOECAIERIEZPRAFEICKDMEENGS mg/dLEKiFH. XIFEFEFZREN DMEENG3
mg/dLRBDIHZEE

ZOMDEMMEE | WREREICHE LKD) SEMBEEAREDONSH, MBREETERESINEWNGE
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(i) B ER
ABARN2BERFEE LR E L= EMMEEKAE (D1692C000065K8%) 2 - ¥

B

&9

BECEPICIIMBEIY FO—ILAT+R L BERAN2RBERFEE 5
RIS, FHEBBEOENMRVLREMEEREGT L1,

HBTYa Y

SR AR, BiEAL, TS5 ARAE, WITHELER., —FTHRAR

xt

E 3

BAN2EERREE
(Bx. 75 tRE87H. KFI5 mgBEo64l. 10 mg™ E¥884)

FTREREHE

(1) EH20BXULDBEEIT L2 HERFEE
(2) MANEICHERFBABEZZT TCOAHNVWEERIE., AANFIGERB LA
[CFF7VIDUFERLUNDERFAREZITTWSEE
(3) $BAMNEEF (GEFR1) DHbAICIENG. 5% LI E10% T (BERKAEEZ(TT
WEWE) XIE8%LUT (HERFAEEEZZITTLNSE) T, hOEEAE
FFD1ERT (ERRS) DHbATCIEA. 5% LI E10% LI TDESE
%

EFLRMNEE

(1) AR WEEBERURBEERE BERET L7 F—2 X, ZEKFIOAEEDL
240 mg/dLE#BZ 5. BMIAYS kg/m Lt FREFMIEE. FRERAE. TSHAY
HAEEGFS) ABOON-EE

(2) BIEE (eGFRAMS mL/ 4K, MFY L7 FZUABMTL. 5 mg/dL,
LZH T4 mg/dLEBZD. REFTILIT /9 LT F=2HA1800
mg/gEBAD. FRELERE/BEBEODAMEEORERE. REMHT
HHER. ERBEOZHN SN THRVEE CEEMBELSH S W B HEHER
LEHmEIhTWND) NROON-EHE

Q) HEE (EXTHEREXIEXRLHFH#EDRSE. BREYILE VM2
mg/dLEHEZR 5. BEUFEE., ERFEMHTFERIENMOBRERE. &
EOFEERKE. EFERES) NEHOon-EF

4) DINEREE (S IELFLE. DHEE, TREHME. —BMHER
EmMFEE. TR, OEFM. MTEEN. HNOEES. IMEHLE
160 mmHgl E. ¥EsEEAMAE100 mmHgLl L) MBHSNI-EH

(5) MKRZHIERE - EEMEERE (NESOEUABRMTIO0 g/dl, XTI
g/dLkE, B AMMEEN, EEANESOE VE, SRZHEMm, #k
mX(#m,. BEHES) HPROON-EE

(6) REALDREICHDIESE

(1) BHEREE (VL7FoxFFT—ErEEELRDIEEBZ 5. EWEE
BHIANF—, ENFERILTFoFF—EEM ARDSNT-
BE

(8) 1EIRH., XIXBEEFDE

(9) BtRZILEE (F7Y)OUFEERKR, RERIVESR. 281 J L33
Fa4A4 K, TUNSF R, ERRRARR—FREHR], DL =2, b
FREREVAILADEE. MIOMILRE]D) 22T TWHEE

%

A B A

i

BERT TS5 RE4BMKTE L&, EREEELE-TEE T AHFS,
10mg, TS5 ERBEICERELICEFT. —EERT TRBREZ24EH1BIH
HicgO®RE L,
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ANFGuzov 10meget
HER #1\57U709 Emegt

TSt
20—
S5 opwva ISER
@sﬁw FONBRT  BAER RTER (CEER) SR
I : 1 } LI I 1 I I I I :
# -12 -10 -7 -4 -10 1 4 8 12 16 20 24 27
Vst 12 3 4 567 8 9 10 1 12 13 14

* HEANBICHRRB SRR ZEAUTUVCRE DG, O v AT OB ZRTE T 9. TNRINDEBEE. Dy a7 I IERTE
SN BRISREARMICBTI S,

(E®):8rn @ mepsy

FEFMIER

#5248 1% (LOCF) IZH 1T HHAICDR—X 54 UEA L DFEHELLE

Bl R 5T i 15 B

- 1 5 RB1R24:8% (LOCF) (2317 %HbATcAY %Ki “EIE L F-HEBREDEIS
- 15 RR24E% (LOCF) [2H T2 ZEERMBEBEDNR—ZX 51 V{EA LD
FELLE
=

(EEFMIER)

HOAICDAR—RX S5 A4 VEN L DEHEILE

AHFISE U0 mgBENIRERAIR24BHDHDAICDR—R S5 4 UHEH S DR
FHEHELEXIEFNETN-0.41%KUV-0.45% T, TSERBELEDELTE
NEN-0.35%KV-0.39%THY. T5ERBEERTLWThILEELE
ThHAZEHLNT- (FhFhp<0.0001) ,

HOATcDR—R S5 A UEN S DFEHELEIX, AFIFHTIIREFAKBI12A%RE
THR L. TORUBEBRFETCRELEREGE, o1z, TS5 RETE, HER
HIE P& L THAIcDR—R S A4 VENM L DFHEILE(CEERMIZERK
DHAEIFA NG, DT,

HbAlcDR—R 541 UHEMN SDFHELE (248 : LOCF)

AFl
ETBIER : HbAlc (NGSPIE) (%) FS5tR 5 mg 10 mg
B E (8741) (86451) (88451)
R—=RF5A4 HERU 86 86 87
BE5FR24B%OIEN H 2515k
R—RFA UE 7.50 7.50 1.46
(FHEFZERE) +0. 629 +0.718 +0.611
RE5RIR4E®RDIE 1.42 7.08 7.00
(FHE1ZERE) +0. 848 +0. 687 +0.538
R—=RAFA VEMSDFAEEHT -0. 06 -0. 41 -0.45
HEEE? (FHEIZERE) +0. 0607 +0. 0606 +0. 0605
959%Cl -0.18, 0.06 -0.53, -0.29 | -0.57, -0.33
R—X 74 VEILDREFHT NA -0.35 -0.39
BELEIZEITE TS ERELD +0. 0853 +0. 0851
= (FYELIEHERE)
95%Cl NA -0.52, -0.18 | -0.56, -0.23
plE (TS5 ERELEDLE) © NA <0. 0001 <0. 0001

(BMELRF1—FERDT—FER)

NA : %472 L. FAS: full analysis set (RADBHTRER)
a AEBRUMAIZEENR. NA—RX T4 UEFHREE L L TELANCOVAE TILIZED CHEEE,
b BRENDZEM(FDunnettREICK YHMHIE LAEKEX0. 0274 L=,
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(%) T>ER(n=87)
0.1 —e— ¥/\JU70I>6mg(n=86)
T —e— ¥){JUT0I>10meg(n=88)

N=251Y FHELRERZE (%)

PaAT 7.50+0.625
&)\JU70I5mg 7.50+0.718
#)\JU20I>10mg  7.46+0.608

HEFHTIZ(ERE (95%CI)
FAS

-0.7 (BMELAF1—BERDT —57%2HR<)
T T T T T T T *:p<0.0001
0 4 8 12 16 20 24 (GB) (vs. 7SR, Dunnetti®iE)
86 86 86 86 86 86
86 %B 86 86 86 86

86
87 87

:g 87 87 87 87
HbATcDAR—R 54 UilEh b DREFHFHEILEDHTR (LOCF)

(BIREFHEIR R ]

HbATc 7% K (ZEE L - #KEREDEE

RNR—R 54 VEDHAICATR UL TH > -HEBREICE VT, RE5HIA24E
&ICHbATCAN %Ki I EIE L - HEREBOREEFHESIL. RFBRTI0 mg
BTENTNA. 1%RU3B. 1% THY. TSR (18.8%) LHRTH
Motz, T7RBELOEDLEB LOPEF, AFBRUI0 gD LTI
B THp<0.06TH-oT=,

BEREREEEONA—XRSA VENSOEHELLE
PEETHAEEEERE (eGFR 45 mL/min/1. 73 m*LLE60 mL/min/1.73 m*k
) ([2HWNT, AFIS, 10 mgD24BREOESI1Z & SHbAIcDRAEEH T
EEEDTSEREDEFTENEFN-0.37T%RUV-0.21%TH > 1=,

BRAEEETEEICHE I SHbAIc (NGSPIE) DR—Z 54 VEILDELE

A
5 mg 10 mg
p=0. 9161* pig | T | EmRE | sk | ToiE | SERs
eGFROR—X S A LB (mL/min/1.73 m?)
4510 _E 60K i 23 -0.37 0.1618 24 -0.21 0. 1605
6011 _E 90K i 61 -0.37 0.1022 61 -0.49 0.1024
0Ll E 2 NC NC 2 NC NC

*: BB EEE LHOAICELED KR E/ERAIZ*® 9 SpfE (ANCOVA)
F1E : AR BEAFHIELEICHITE2 TS ERELDE
NC : EH &9, FAS: full analysis set (RADBRITHEER)

EHEBOEEONR—RXSA4 EMSDEHEILE

AFIBRUI0 mgBENRSRA24B%DERBMBEDR—IXS( UENDD
REFAEHEILEICHFTETSERBELEDEFEFNETN-14 4K TV-19.5
mg/dLTHY. WFht TSEREICHERTEETH = (0<0.0001) , 75
ARETIE, BRERABLEZOERBMBEORN—X S (4 UEMD DFFZE
FHEHETILEMNS. 8 mg/dLTH 1=,
TEEBMBEDA—XS A VEMNSDEHELEEICDONT, FFHREHT
XRS5 RRTARICZERLTETARO S, LEI0 mgd TR 5B4LER
FT. S g TIIIREMBGBAZRETHR LIz, TS RETIL, K5HE
BOWTIhDORAERATYH, THEBMBEEOR—IASA UENGDLEEN
Hoitz,
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(mg/dL)

157 TSR (n=87)
—e— ¥)JU70Y>5mg(n=86)
—e— )70 10mg(n=88)
10
R—Z54
TOELRERZE (me/dL)
ISt 139.6+21.63

#)\JU70I5mg  137.5124.41
#)\JU270I710mg 138.8+22.14

IR

WEEFH D TIIZ(LE (95%CI)
FAS
(BMAELAF1—BERDT —F%2kR<)

T T T T *:p<0.0001

6 ; éll é 12 16 20 24 (GB) (vs.751z/R.ANCOVA)
75t 8 8 8 8 8 8
oyvEne 85 86 B 8 86 8 8
507V 10mg 85 87 87 87 87 87 87
ZHEBRNEEOR—XS A VE, - DREFHFHELEDHS (LOCF)
(2]

BIERDOHKIREL., 75 tREE13.8% (12/8741) . AKI5 mgEE7. 0% (6/86
1) . 10 mg$19.3% (17/8845) TH > 1=,

ZHINEAEHN - =BIERIX. S8R (FS5ERE1. 1% (14]) . KHI5 mght
2.3% [2f51) . 10 mg®¥4.5% (441) ) . B (TS /RE2.3% (241 .
AHFI5 mgEE1. 2% (14510 . 10 mgEE2.3% (2451) ) . OB (FS5tHRE0%.
AHKI5 mgEE0%. 10 mg#¥2.3% (2f51) ) TH o1z EELREMERIIHRES N
Hhot=,

HEBRIZCBWT, FEAEFBRERIETEETH 1z, EE (KEN0 mg
B oDEEW RUFEEICEE (T5/KRE  HrkHm) AEI1HIICHKEL.
WFhELEELGREESERTHo =,

KM AEAE (ZAFI10 mgBE2. 3% (2/884]) TERHLNTF=A. LWTFhEZDHD
Em#EETHY. EEXIBEEQOERMBEEIRDOAGE,L -, BEELE
EEREFIESINBIFEETLZ L, REFUEICESHBREL L, -1,

MVI. 8. (1) EXLEMEREVHERI DESHE,

) AFORBIN-RZERUVCAZE . QEERRK) 8. RAICESINST )00 L LTh mgx1AT
EROKET S, 55, BIRFT+HHGAICE. BEETAICERELANSI0 gl BIEICEET S
_EMTES,

KEMBEL. MNEEREERXOAM T VADERICH>TTROEBYHFELT,

EEOEMmAEE EEORHETCTIEZTOLOHIHBN s DEMALEGERMLEER, HAOECH
EXIFHIBIEICEK HMmHEHDS mg/dLRFBE T, VLI —RAXBFETLAToHBEIZLY
REFEICEET BBE

BEOEMEE EEOBEMBEICEIZY LEVA EEEER D815 DEMOLEEZRH ALY
MOBRBERIEHRBEICK DMHBEHGCS mg/dLRiE. RIEEERMEM DMPEH63
mg/dLRmDIGE

ZOMOEMERE | WERECHB LK, SEMEEARON SN, MEAEBETERINGENGES
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1 RERBEEENRE L-FEMELLEKE (MB102230ER) 7 ~'0

B

iy

1BERFEEEZRRICZEERTTARAIS mgXIX10 mgxA >R 1) (224
BELEMGRES LI EE0EMIRRVREHERET L=,

HEBTHaA Y

E2EEIEIN ﬂfﬁ)‘%ﬂ: I3t ZEER. IR TRRM LR

xt

Ed

AR UEBERBETCOEDIY FO— AR+ DG BIEREFERE
(5 mgEE271451, mmﬁﬁﬂmﬂ TS5 RE2126] [5SHEEAANEIEFREN
55451, 41451, 5845171 )

# R E

(1) EEH18HmULETSHmUTDI R BERKBESE

(2) HoAlciEDEHEREENLUTDESE
R —Z VT EEET. T ENDIT.0%LT (OAy b JEx
0.2%DIFE. BREZFIREETE )
- -TERFT. 5% EAD10.5%LUT (Ay b4 TIEL0.2%D5E. -1:8
BEREZIRERETES)

(3) CRTF FA0.7 ng/mLkBEDEE

W) ARV VDERENRY ) —=—VFR1120BUET, MDOUTDE
HEH-IEE
A VR UEBEREMNI ABZERESA TV
AR IEEBREEN0.3 Ukl Lk
AR UREEREDGZE. 1HEFEREAIELE

(5) BMIAN18.5 kg/m* LA EDEE

3 S-S

#

() R Y—=V T 5 ALURICEMEE X SIEMBELE I & 5 ARELH
5. BRBR7T b7V R—VREREL-BE

(2) 67 ALRICLDMEERER. SELRICEMRES CARFAZEMRRE.
RELEMIEERC) . RITBHETE/FHETELTEOERTH
FREOBEAH - -EF

2 B A

&

ERTCTEEZAEDS mgB, 10 mgft. TS5 ARBICTHT1DEIAETEMEAIC
BY T, ThEFn1B1E4ERRE Lz GERREH : 2480) . S5IC
EERUVERERT CEIREHICEV LS TON-REREZHEL (E
BS54 - 28:8R8) .

BMEDO) R ZR/NDMRICHZB-OIC ABREQOHRIZREERICEEDA >
AYUDIBAEEZERAR20%HRET A EFHEL, TEFDHBRAIURY
VHAEER—RXSAVIULRNILETHETSLSICEHASZEE LT,

: 74¥—# 5mg 74 >—7# 5mg |
E = 74— 10mg 7#>—7 10mg E
E TS5 bHE | Phass |
122V ER |
@ @ |MRS RIAESN BEFNARS
; | —
A -8 24 52 56

(e):mAn @ BB
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FRFMER

HOAIcDR—R S5 A4 UEA LR 524BRETNELLE

BIRFIMMIER | A1V RA) VIABREER—RSA VENKRE524ERETOEILE
HRRAFHMAER | HAICDR—RX S5 A4 VA b 52EKFETOEILE
L 8 | [E=EFEEE]

HbAlc (NGSPE) DAR—R 54 U{EMLDEHEILLE

¥ i

BE2BBICENTAHFIS mgBET-0.34%. 10 mgET-0.39%. 7S5t
T0.03%THY., TSERELEDEITS mgBEET-0.37% (95%CI : -0. 49,
-0.26) . 10 mgET-0.42% (95%CI :-0.53,-0.30) T&H > 1=, AFIEEDHbAlIC
BTOZIXRSHENSABARBURANICEL., EEHRSHEIICh- > TR
L=,

HbAlc (NGSP{E) (%)
" ah R—ZFAY | R=ZFA LEH LD = it
BEH (1)) oM o 7"71:'(;‘5 )aoa%
(SD) (SE)
TS5tKR (n=272) 8.40 (0.63) 0.03 (0.05) -
AHI5 mg (n=271) 8.45 (0.69) -0.34 (0.05) -0. 37% (0.06)
A#I10 mg (n=270) 8.39 (0.67) -0.39 (0.05) -0.42%* (0.06)
¥p<0.0001 SD: R#ERE. SE: RERE
ED R=XZA400HI% F2) ARFHTHELLE
(%)
0.4 1
75K +INS
0.2 - (n=267)
' 74> —75mg+INS
(n=266)
0.0 4 = 74> —710mg+INS
(n=267)

zx 02 " R=254 >

it FAGfli+ R (%)

& 0.4 75tH+INS 8.40+0.63
749—#5mg+INS  8.45+0.69
745=#10mg+INS 8.39+0.67

%61 BEAH TR (95%C1)
FAS
-0.8 4 INS:1>RY>
* : p<0.0001
e (ANCOVA. BERF AR,
L s ; - . : RERR—251 4l)
0 4 8 12 18 24 (@)
FFERHINS 267 265 260 250 246 239
74Y=1#5mg+INS 266 265 258 253 250 245
719 ~1H10mg+INS 267 264 261 257 246 25
HbATcDR—R 541 UEL S DFHELLE
BAAEH
HbAlc (NGSP{E) (%)
" . R—Z54Y | R=R54 UENSD = e
#ER () vt L 7°7-t(;t'E)&d)§
(SD) (SE)
FS5tHR (n=58) 8.45 (0.65) 0.12 (0.12) -
A#FI5 mg (n=55) 8.40 (0.61) -0.46 (0.12) -0.58% (0.13)
AFI10 mg (n=41) 8.43 (0.62) -0.69 (0.13) -0.81% (0.13)

¥p<0.0001 SD:#Z#{RE. SE: FH#ERE
ED R=RS4 0% F2) ABEFAHTFHELE
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(Bl REF@EIEE]

AVA)UDIEBEEDR—IASA VEILDEHYEILE

£RER

BE2BABICHEWLTAFS mgBET-8.73%. 10 mgBT-9.05%. 7S5t
T2.29%THY. TS5ERBFELEDEIXS mgBET-10.78% (95%CI : -13. 73,
-7.72) . 10 mgBET-11.08% (95%CI : -14.04,-8.02) T#H>71=,

BAAEH

BE2EBRICE TR mgBET-11.11%. 10 mgB<T-13.54%., 75 tH
BT-0.13%ThHY. TSERBLOEFSENT) IO 5 ng#T
-11.00% (95%CI : -15.28,-6.50) . 10 mgEET-13.43% (95%CI : -17. 82,
-8.81) TH-o1t=,

(FRERBIEIEE]

HOATcDAR—R 54 U 655528 ETDEHELE

2HEH

BEL2ERFICHE L TAFIS mgB#ET-0.11%., 10 mgB¥T-0.16%. 75 RE
TO0.09%THY. T RBELDEFS mgBET-0.20% (95%CI : -0. 34,
-0.06) . 10 mg#T-0.25% (95%CI : -0.38,-0.11) TH o7,

BARAEH

BEL2ERFICHE L TAFIS mgB#ET-0.21%. 10 mgB¥T-0.32%. 75 wRE
TO0.01%THY. T RBELDEFS mgBET-0.22% (95%CI : -0. 50,
-0.06) . 10 mg#¥T-0.33% (95%CI : -0.63,-0.04) TH o7,

(R£it]

BIEAOFEIIAZE (52:BFF) (X5 mgB¥T32.5% (88/271451) . 10 mg#¥ T30. 7%
(83/270f5l) . TS EAREETI8.0% (49/272%51) TH 1=,
EELGRERADOFKIEIL S mgBETb. 5% (15/27145]) .10 mgB#T2. 6% (7/270
) . TSEARETI.5% (4/27245]) TH 1=,

EIMAEEDFE L I-EEDENS (X5 mgB¥T85. 2% (231/27141) . 10 mgR¥ T
86. 7% (234/270%51) . TS5 &HRBET8]. 1% (237/27245) (S HLBAARAKH
TIEZENTN83.6% [46/55f5]1 . 82.9% [34/41451]1 . 86.2% [50/585] )
THot-. EEDEMBEETENENS. 9% (24/27141) . 9. 6% (26/27041) .
8.5% (23/27261) (5 BbHAAKHTENETNSI. 6% [2/5561]1 . 2. 4% [1/41
Bl . RBELL) IBOohtz, BRET FT7Y F—2 R OFEREIE1FS
mgBET4. 1% (11/271451, 10 mgBET3.7% (10/27041) . TS5 HREHTO.4%
(1/272450) (2 HBARAEHTIES mgBFT1.8% [1/27141] . 10 mgBT

4.9% [2/4141] . HBGL) TH-1=.
D) BIHEZERTHRAEY b7 Y F—V ABELHESNEEEER

V. 4 RERUVASICEEYTSEE] . WL 8. (1) EXLGEMEALOHERK] OESE,
F) AFOERBSN-RERUVAE . (1EBRE) 4R VREEOHFRICENT, BE. BAIZE
FR7) 70 ELTOmgEIBIREAKRET 5. BE. DRFTALHEICE, BBE+2R
BLAEASI0 gl AIEICEETHIENTE S,
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XAEMAEE (L. KEMERFFS (ADA) DHEEEIR (ADA 2005) IZHE->TTFRENEBYNELT=,

EEDEMmELE EZFNBKIEMOTLATODRE. HDHVEZDOMDHEHEEBEBHICTS
ENHD

HEEEREEDE | ARHTERVRO o, MBEEHNTO ng/dLATTHS

FIEIRMEE MR HEWTEKERO oG NA, MAEEATO mg/dLLLTFTH S

HEAERMEEME | ERARDSNA, MBEEARE SR TGN

At BOE I 45 BEMNMEROVWT AN ZHET 5. MBEENTO mg/dLEYBIETHS
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1 RERBEEENRE L-LERHER (WEAT—42 . MB1022295KEk) 'V~

1BERFEEEZRNRICZEGERTTARAIS mgXIX10 mgxA >R 1) (224
BEEMFRZRS L-ESDEDERVREEEFREIT L=, 528K
BEIZET2REMRUVESHZEHEL =,

£ EEIEIN 51’52‘%“: I35, —EER. IHETHMLEEER

AR UEEBRBETCOEDY FAO— LT+ I1RERFERS
(A HEl5 mg¥¥2771b11 10 mg® #2964, 75t HREE260)

(1) EEH18HmULETSBmUTDIRBERKBESE

(2) HoAlciEDEEREENLTDEE
RO —Z VKRBT T%UENDITL.0%LUT (Ay b4+ JEX
0.2%MDGE. BREZIREETE D)
- -TERFT. 5% EAD10.5%LUT (Ay b4 TIEL0.2%D5E. -1:8
BEREZIRERETES)

3) CRTF EMN0.7 ng/mLEFHDEE

W) ARV VDERENRY ) —=—VFR1120BUET, MDOUTDE
HEH-IEE
A VR UBEENI ) ABERE STV
A VRAY1BBREENMN0.3 Ukl L
AR UREEREDGZE. 1HEFEREAIELE

(5) BMIAY18.5 kg/m* LA EDEE

RO B O#E

M 1H AURNICEMBERISEMBEEIC K DAREL DD, HERFET LT
V= REREL-ESE

(2) 6 AUANICDMESRR. SEURNICEMRES CARFAEEMEE.
RIEFLERMEEZRC) . RITEHERS/FHERELEOEXRGH
FREOBREND--EH

E - s -

ERTCTEBEZAAS mgBf. 10 mgft., TS5 RBICTT1DEIAETEMEAIC
Y., ThZN1B1EI24EMKRSE Lz GERRSH : 2480) ., &5IC
EERVERERT CEIRSEHICEY S TOoNE-REAEZ#EL- (R
B 5 HA - 28:ERE)

EmMBED) XY ZHR/IEICINZ 5012 AREOYVERBRERIZEEDS >
AYUDIBAEEZERAR20%HRET A EFHEL-, TEFDHBRAURY
VHAEER—RSAUVILRNILVETHETHILSICHADZEE LT,

74>—7 5mg | 74>—7 5mg |

&
g = 74— 10mg 7#>—7 10mg a
7]
s T5tRE | T5tRE |
Rz UM |
@ @ |IRS BIR5 B
: | —
A 24 52 56

@ EAN @ WOEBLBHD
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FRFMER

HOAIcDR—R S5 A4 UEA LR 524BRETNELLE

BIRGEMIER | A VAU VIBBREEDR—RFA4 VENOEE5UBERETOEILE
HRRAFHMAER | HAICDR—RX S5 A4 VA b 52EKFETOEILE
L 8 | [E=EFEEE]

HbAlc (NGSP{E) DAR—XSA VEISDFEHEILLE
BE2BBICENTAHEIS mgBET-0.45%. 10 mgEET-0.47%. 7S5t RE
T-0.03%THY ., TSEARBELDEII5ngBET-0.42% (95%CI : -0. 56,
-0.28) . 10 mgEtT-0.45% (959%CI :-0.58,-0.31) TH o 1=, AFIEEDHbAIC
BTOZILRSHBNSABARBURNICE L., EHRSHEIICh- > THER
L=,

(%)

0.4+ 75 tR+INS
(n=257)
745 —H5mg+INS
0.2 (n=254)
—— 74> —710mg+INS
04 (n=254)
R=254Y
-0.2 T+ R (%)
x * 754HK+INS 8.500.67
17 745 —#5mg+INS 8.52+0.72
B 4] 725 —#10mg+INS 8.500.62
-0.64
W7 TIIZAL B (95%C))
B FAS
-0.8+ INS: 221>
* :p<0.0001
55l (ANCOVA.
' T T T T T T EERTF AR
0 4 8 12 18 24 (@) HER:~-Z512M@)
75 tH+INS 257 256 248 237 233 227
7245 —#5mg+INS 254 252 246 238 233 230
72 5—#10mg+INS 254 249 251 247 241 229
HAIcDR—R S5 4 U{ENS DFEHELLE
(BIRFHEEE]

AR VDIBBRSEDR—XSA VEHILDFEHELE
WEUBERFIZHETAEAHFS mgBET-7. 714%., 10 mgBET-12.16% ., TS5t REE
T1.16%ThHY. TS5StEREEDEILS mgBET-8.80% (95%CI : -12. 56,
-4.88) . 10 mgBET-13.17% (95%CI : -16.75,-9.43) THo1t=., AFKIEEIC
BFTB2AR)VAEDRELDEL A RSHEBNS2EBMURNIZCEL., BE
BOOMRIEHESHEZE L TRDLNT,

[€23=4:DERiBEN=D)
HOATcDAR—R 54 U 62 52BRBETOEILE
BELZERFICE UL TAHEIS mgfET-0.27%., 10 mg## T-0.31%. TS5 RE
T0.06%THY. TS5 RBELDEFS mgBET-0.33% (95%CI : -0. 49,
-0.17) . 10 mgE#T-0. 36% (95%CI : -0. 53, -0. 20) T&H > 1=, AFIFDHbAlC
BT £28:ER DR S HAFEIC LR St

[(Z£t]

EMERDHFIFER (52AMKE) (X5 mgBET33.6% (93/277451) . 10 mgE¥T32.8%
(97/29645) . TS5 tAREETI15.0% (39/26045) ThH-o1=,
FELREROREREE, 5 mgE. 10 mgiE. 7S5 ARETEFALFN2 9%
(8/277451) . 4.4% (13/296451) . 0.8% (2/260451) TdH->1=, {EMEEFED
HIBLE-EEDEESES mgEET81.9% (227/27741) . 10 mgEET81.4%
(241/296451) . TS5 tREET81.5% (212/2604) THY . EEDEMPERE
[FZFNFN10.5% (29/27741) . 8.49% (25/296451) . 11.5% (30/260451) I=
DOONT=ERFS L7 F—L REVOHIRENE X5 mgEET4. 0% (11/277
) . 10 mgBET3.4% (10/296451) . TS5 tAREET1.9% (5/260f5) TdH-
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T=o
A1) MM ERESTHERBYT L7V F—VABREHESN-HESR

F) AFORBSN-RERUVRAE . (IEBREFE) 41 R REEOHFRICENT, BE. BAIZE
FR7) R E LTS gZIBIERORST %, 6. IRFTH/LEHEICE. BBZETIICH
BLENS10 eI BIEICEET S ENTES,

MIEMAERE L. KREMERFEFS (ADA) DHEREEIE (ADA 2005) ITHE->TTFRHRODESY HELT-.
EEDEMmELE BZENBKIEMOT L AT ODORE, HDHVEZOMOBHFEREEHEBHIZTI P
ENHD

HEEERSEEDYE | BEMNTERVEH N, MBEEHNTO ng/dLATTHS

g ey ek HEWTERKERO oNGENA, mMAEEAT0 mg/dLULTFTHS

HEERIEEME | ERARD oA, MBESBESA TGN

8t BOE I 45 BEMNMEROWT AN ZHRET 5. MAEENTO mg/dLEYBIETHS

42



BELTEEEEXMR L LI-FMAEERRKRHER (D1699C000015#5% - DAPA-HFFLER) '™ - 19

B i)

BHEDEEERHE (LVEF) OETLE-DLFRE (HFrEF) BFZXHRIC. =¥
BRTTAAO mgz JBDOFREBRICEML L EDHEWERV R LM
ERET LT,

HEBTHaA Y

LR RE. event-driven, EiEAL., TS5 ARMB, ZEEHK. HITEM
Eb B e ER

xf E 3

1M DLVEFDIET L f=HF rEF B & 4744451

(KRFI10 mgB¥237361. 75 wAREE237141 [5 B5BARATZENRZNI164451, 179
#i1 )
BEH. 2BBERREFEET (EAF0 mgB107561 (SEBAANTMH) . T3
TAREE1064651 (5 5BARANTIF) . 2BBERFIES GFEH (EAHFI10 mg1298

Bl (5BEEARANE) ( TSEREI0E (5EEARA1026) TH-o1=.
) PEBRIC2AERBLESDHINALREOHIEE. XL, ROV 7B EEELEIN
ITEED 2 [ D HbAlc DIEA LTINS 6.5%LUETHDEE

FAEREE | (1) EHISHIULOBHEIILMHE
(2) NYHAD B RES FE T ~ IV THFrEF & ZREESRAH Y . 7o oA TV UE
HMEERAEE, 7oA T UV VIZBEREREXEIYIE YN
IWHILAF MU LKIY. BEMERVIARIILILFIS R
BAERESFZAVEEREETZT TV -EE
(3) LVEFA0% LT TH S EE
(4) NERim 7 ofktE BE) + Y D LFIRRTF K (NT-proBNP) ;EE H600
pg/mLUlE GEE12H AURIZIDAEIZE Y ARL TWEWEES) XIE
400 pg/mLULE (BE12H4 AUAIZIDALTARL TLV5EE)
DEHMBXIIODEHRBOEEIL. DAEICKSAROEBEEREICAND
53, NT-proBNP;ERE(X900 pg/mLLLl L
(5) eGFRAY30 mL/min/1.73 m A LMD EE (CKD-EPI=)
%
FHBRAEE | (1) EEEELEXIFUIFELAMEI mmHg R

(2) BEd'OFE0E L, EXGLOEAANY FRFODMELE (GHES
NEREZET)
*  FAAANEI 2B LA

(3) LDIMERE - BRBUNDERET (BHEELLE) | AREXEME
[Tk YRBM2ERT ERRAICHIET SN I=F

(4) EE (eGFRAY30 mL/min/1.73 m*KiE) DEHEES. FTLELERE
XIFREICETT HBERE

(5) 1EBEPR IR

F
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OB A R | BEEAFIEIO mgRIETSEAREIC  IOLTEESAIZEIY 1, 181E
BO/ES Lz, AREBRTEIHERASD10 mglcmz., BERMICDETHNIE
S5mgDEELRDI=, b mITHEXEFE LI-GEE. BEOEKRMNKE L
f-EARIBLEMAHIETLIz5. FAOMNII0 mg (RFIXIETS5ER) (CHE
B89 5Z¢é LT
BEHR  BRBAA (PRIEISH A)

7 * < —FH1omgi 7 +¥—% 1omg1H1E FEELRFEICEM
Visit 1 2 3 4 5 6 7 L& HEMRTH SBETER
AN BEARIG » .
| T T T T T T g
H ‘—:li 0 24 ‘6:07‘j %‘_20 340 360
AN, REEAHEG ‘ e
BE T, HHREOZLIEITOR HDay28l  HEH DE s E EE L 7.
FEFMEB | LTOEEIVERRAEFDS55. WIHhOHEHEERFE TOHM
1. DME
2. IDTEIZE DA
IR RICLHREERD
BIREEMIER | - UTOBEEIVRFRA D55, WTFAHDHEFREE F TOHOLERME
1. M % 5E
2. IDTEIZE DA
-DMEFER DA LIT & 5 ARD IR
-85 ARFDKCCQ (DAL DPRO) DIEREFHAITDR—ZXSA UNbDE
1
- UTOEEIVFRAVEDSE, WTFAADOHIEFEE FE T oM
1. eGFRMD50% LI E D FHGEAT ZIET
2. KEIBFRE~DBIT (eGFRAEFHEAT 215 mL/min/1. 73 mKiE. REF'D
ENTEE. XILE®E)
3. Bhig5t
* FRERA N> MEIE (CEA) HEOEEIZK S,
- 2T GEERZEMDLAEL) FTOHM
E ] F | [EEF@EEER]

DMERXFELDREARY F (IDFRLIZEZARIEIDEFL2ICLDIREZ
2) DEEIVERERAEDSE. WTFhHhDHEIFKIRE TOHARM
2HEH

AFNE X, DOEEIIDFEARY R (IDFREIZEDARXIIDAEIZEK
HREARE) DESIVRRA YV FORBERAETIESHLET, TS5 RE
ELERLTHEIZEN TV (/v — FLH0. 74[95%CI : 0.65,0.85], p<
0.0001]) ., AFIBREV TS EARETLDOERERXIIDFAEARNY FEHBRL
EEREIZFNFNIBOHI R UVL2HFITHY . 100N - EH-YDA N +F
BERIZFNZTNI.6KUIS.6THo1=, 3256, BIIDA R L& LTI
mMEREZE L1,

AHFI10 mg TSR | NP R o
(n=2373) (n=2371) (95%CI) PlE
DOBEREOREA RSk 386451 502751 0.74
(DFLICEDABXEER | (11.6/100 | (15.6/100 (0. 65~ p<0. 0001
28) A ) A 5) 0. 85)

a

b

BEAZFTRO2ABERFDEHOERETEANL. BREH., DFRICLDIAREEZRAFL
L F=CoxleBlNHF— FETFILICE YHE L 1=,
RCRITOBEKEDL., HRABITOREESEE L TEA0.04992& st
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TEHRAI VRS FOYERERE TOHAMDKaplan-Meier BifR (3 7 HA
[CoBtL. ABRAMZEL THOMMN L=,

30 4
28

264
24 A
22 4
20 4 FF10mg
189
164
144
124
10
g
&

A~ - FERE()

41 -

a4

R
AHF— FEO.T4, 95%ISHRER0.66~0.85, plE<0.0001

0

T T T T T T T T T
0 3 G 9 12 15 18 21 24

FEERFHHI s DA

Patients at risk

##|10mg 2373 2305 2221 2147 2002 1560 1146 612 210
TIEE 2371 2258 2163 2075 1917 1478 1096 593 210

FEHEEAIVFRSA Y b (DOERXZLDTLS, RV L) OFAEFERETOLHMO

Kaplan-Meiergh#: (FAS)

BARAEH

ToRBEERLT, AFEHGOMEEIIIDAREARNY b (IDFRLIZEX
BARXEDFLRIZLIREZEL) DEEI UV FRA U FORBEEZETS
1= (\HF— FEE0. 63 [95%CI : 0.38,1.05] . p=0.0732 [£B L] ) . &AHl
BEVTSERBETODMERIEDFAEAARNY FEHBLE-EERIIZEA
FN24BIRUVIMBITHY . 100N - EH-YDA R FRBEERIEFNEFNI.9
EU16.1TH- 1=,

34~

events/N
Dapa 10mg 24/164
30-4|------- Placebo 39179

324

28 4
26

244 P e

Cumulative %

HR (95% CI) p-value
DvP 063(038, 1035 00732

T 1 J T T T T T T T
0 3 6 9 12 15 I8 21 24
Months from randomusation
N at nsk
D 164 162 160 158 151 138 90 30 1 0
P 179 167 160 152 145 133 9 35 0

BERALHIZEITHEEESTIVFRA Y~ (DOAERRXIIDFLIRVEF) @
PEREETOBDKaplan-Meierehfs (FAS)
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(BIRe0EFHIEE ]

DINEFERIFDF LI L D ABRDHEIFEIE E TOHAM

¥ i

AFBRE. DMEERIFIDFEZIZLDARDRIDA N FFBRETOHRM
[CEVWT, ToERELEBRLTHERICEN T (N — FE0.75 [95%
CI :0.65,0.85] . p<0.0001) ,

BAAEH

AFBE, DOERXFDFREICEKDARDI R EZETSER WN\F—F
££0. 63 [95%CI : 0.38,1.05] | p=0.0732 [#B L] ) ,

DOEFER DT EIT L S ABRDBE

¥ i

AFBEE, DOEERVDLILZIZEHAR (BFE) ORENLLLIEET Y
FARAYEDARY FEDBEDICENT, ToRELEER L THERICEN

Tz (\HF— K0, 75 [95%CI : 0. 65, 0. 88] | p=0.0002) , /& FEXIE

DAREICEDARDORBITIAFIBE TRV TS ERETI2ETHY .

100N - FHFYDARNY FEBRELEENENI6.IRU21.6THo 1=,
BAAEH

AHEIFEIF, TIERBEEEBEL T, DOEERTDFILICEL 5 AR BEL
LIEBAEEIVRRA Y FDARY FERDESEF (N — FLE0.54
[95%CI : 0.32,0.93] | p=0.0268 [®E L] ) , DIEREXITDLFEIZKLD

ABRDBBISAFIBHTR2HERV TS RETHTHY ., 100N - E£H=Y

DANY FRBERFENENI2 IRU24.0TH 1=,

85 A DKCCAQDFEREHAITZTDR—RSA U LDEIL

£RER
AFBFFIODFREEROBREIZENT, TS ERBELE L THREIITFENIZEE
HRELZEDHONT=,

KCCODEREEHR AT DRA—R 51 Uh o DEILDIRELICE T S @ (FAS)

2(&@121307 ';])g (jb;:jzcg;g =
Ei‘f{ KCCQR 2 7 e e | essect |
ERAHRT 2252 2235 .18 1f12'g)" <0. 0001
SRR 2252 2235 117 1(.12'51)0' <0. 0001
87 B ERAH 2252 2235 1.16 1('12' 40)9' <0. 0001
Ejf’w I=A 2252 2235 1.20 1(.12'8‘)2' <0. 0001
fﬁwV VoA 2252 2235 1.18 1('12'51)0' <0. 0001

a BIEATERELTLIEEYR

b pfEIFKCCAR AT DR—R 54 b DELDIBEIIZED CANCOVAIZ K Y Ebh., EiEAL
BFIC2BUERBRA T— 2 RIZE > TCEAE SN B, IBELIEA—R S A Vb & ZEE@ERFSAD
EEhoERINS, HEDAIHRT LI-EEICIX, REDIEHLNAEIYE TSNS, ETE
EZADOEMELIEIEFRRDAR—R S UMb DELDREDEIZEINTILNS,
Win ratio>1AAKEN0 mgBEADIHEERT, Win ratioDHEFMBEICIE, HEELLTHOR—
254 VKCCQR a7 EBRIME L1=2R s RIBDBAEARAFTNATINS,
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BAAEH
FEFEF, T3 EARBLERLTOTEERERE S,

BEALHIZE T 2KCCODEREHRIATDR—RF 4 UH b DELDIELIIZE D < f@#r

(FAS)
XEOmg | TS5eR
(N=164) (N=179) HEE
_ ) pliE®
ELRi] . . Win
20 | keoozay n n M| eswel | r4E
F]
. .09,
ERAHRIT 160 172 T I I
: (1,00,
SRS 160 172 rar | L0 oo
85 H SR AR 160 172 .37 1(17'21)0' 0. 0060
BERF<—X (.13,
o 160 172 a3 | L] o0
2HFTY—X .13
i 160 172 tae | LS 0 o0

a BFEBATEFRLTVWSEEHR

b pEIFKCCARIATDAR—RSA UhbDEILDIERZIZED CANCOVAIZE Y B Sh, EEA
BRIC2BBERBA T — R RIZK > TRAME SN S, IBELIER—R S5 A Uh b KM EA~D
EiehoEshd, HEORIZELE LE-EEICZIE. RIEDIBEAEIYLTONS, ELE
ERADOEMIBLIEEFEHREDR—R 5S4 UMb DELDREDEIZEINTILS,
Win ratio>1MAKN0 mgBE~DTHEERT, Win ratioDHEEMEICIF, KEELLTHOR—
254 VKCCQRa7 ERBAME LI=2B BERFBDBNEAAFENTIND,

eGFRD50% LA E DEFHFHEIE T . REBLE~DBIT I BN E S STl
EHEQOWEIFEIEF TOHM

2HREH
HETEMICHEETEEVWLOD, TS5 RE (394]) & B L T, AHFIF (28
Bl) TEBEEIY FRA 2V PDARY FEONRIERNIZD LI o= N —
KE0. 71 [95%CI : 0.44,1.16] . p=0.1681) ,

BAALEMR
AFBHTBEEIVRRSA D bDARY MEOH, TS ERETHTH-
1=

2T GEEZEHLEL) FTOHM

£RER

TS5 REELER L TARRNBTHRIENIZIE,N o= (VN — FL0. 83[95%C1 :
0.71,0.97] . p=0.0217 [HBE L] ) . AFB RV TS HRBEORLTHHKITZ
NEN216HI R V32951 THY . 100N - EHE=YDARY P EBRIEFNE
N1 IRVISTH oz BTHIDS . AFBHDITFRY TS REFED207
FIADMETE & HTE SN, KFIFEOISH RV TS REDSMIAFED MEFE
EHESINT, ERTHEDETIZODMEFRE LTHD Y FEnt= (KHFFH4
BIERV TS RE66H])  RIEBEZDETICOVTITEIE IR 2 12h,
REBEZICAFNETIH., TSERET2HOREIBE SN,
BAANEH

TSR ELLE L TAFIBE THRIENIZED o1z (V\HF— KEE0. 73[95%C1 :
0.36,1.48] . p=0.3808 [ZE L] ) . AFIBHRU TS HRBEORLTHHKITZ
NEZENIFIRVIFITHY ., 100N - EH-YDA N FRBRFIZIhZTH
52RUT.0TH - 1=,
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(ZeHICET 55HEER]
AREBRTIE, EUMOBEMEIU FRSA VY FM R b, EELFEEEZ,
BREOBETHNIIBRERLICE>FAEER. AVTEAIREEEER
FINEL, COVWTIIZHLZBLAVEEELAEESERITFINE LGN ST,
AFHERIZCEWNTAFIO mgE1HIEZRS L 1236841 [5H5HAAI63F] RV
TS5uREHREGL1=236861 [5B5BAAITM] b, EELHEEERIE. &
#110 mgB¥T846451 (35.7%) [SHBAANLIMG (36.2%) 1. TS5 RET
95145 (40.2%) [S5HHAATSH (43.6%) 1 [CEHON, BEDIIZES
FEESBZRE. AF0 mgBETIH (4.7%) [SHBEERAI06 (6.1%) ] .
TS5HRETI6H (4.9%) [5HBEARANI0E (5.6%) 1 IZBHLNT=,
FEHITREEEERIE. FERERD NEAHFI10 mgBE1706] (7.2%) [55
BARAN22%] (13.5%) 1 RO TS5 RE153H (6.5%) [5HHEKAI64I
(8.9%) 1 . HERFEY 7L F—L R RRHFI0 mgBE3F (0.1%) [S
H5BAANMG] RUT S EAREF., EEOEMABEAARET10 mgEEaBl (0.2%)
[SHEEARANMGI] RUTSAREAM (0.2%) [S5HEEARAH (0.6%) ]
TH-oT=,
1) AEES MEME) TIESFHAES Thik) TEm) TEIHEnE) mEET) (1§
BER) ThASRIMES3IvY) %
) BUHEEESTERES M7V F— L ARELHTESNE-EEER

KEE DR M AEE L.

BRIBYEMICEYUTOREESER SN -FEEREER LT,

i) BEEORHEEF(STBESOERK
i) SHEpEBORENM

i) EMm#EZART D=HDTA

V) BRAMARDOSMEERDOZELZEE
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BELTEEEEXMR L LI-FMAEERKRMER (D169CC000015#5% - DELIVERZER) 'V -1

B B | ZEERHE (LVEF) AM0%BOILDFEEEEZRNRIC. ZEER T TAHF0 mg
FIZERBICEMLIZEEZDEDERVREEEREIT LI,
HERTH A 2 | ZHERLR. event-driven, BEA‘L. TSR B., ZEEHR. MiTHM
LR85 BR
xt % | LVEFA40% B DI T £ EE 62634
(ARFNO mgBE313145], TS5 ARE31326] [SBLBEARANFTEFNREFN2104], 212
1)
HE. 2BERBESHEED (ZARFN0 mgBE140145 (SHBEARANIE) . T35
HREE14056] (5 BBAANTIH | 2BBERFIES HEZILAHFI10 mgEE1730
Bl (53BBEARANIDH) . TSEAREIT21H (5 HBARA13BH) THo1=.
) PREIC2EBRKBESH IN-EHEOHDESE
FAEREE | (1) FHOFLLLEOBMEXITLMH
(2) NYHADHSBERSE I ~IVE Wiz D EE
(3) LVEFA0%EBTHY REMNLDEBEDIETVANHLHEE
(4) $AANBFEONKIG 7 O BRE) -+~ D LFIRRTF K (NT-proBNP)
BEAS300 pg/mLUE (DEHMSXISLDEREBAA#LNENGE) XI(E
600 pg/mLA L (DEMBIXIILEHREINALNEEE) OEE
(5) #AANBTI2ERMUNX (TEEACRIABBMURNISDAEBEE (FIR
EH5ED) OBIKAKREEZTTVERWESE
%
FhHBRAELE | () 1RERFEOESE
(2) #ANBEFIZeGFRAN25 mL/min/1.73 mkFHENDEE (CKD-EPI)
(3) UNHEEAIMMIEAY95 mmHgREDEE
(4) B, PRIFEERTEDES
(5) fiEMmELE. BHEMERE. EHAEMMEAEZSCEEDOMEERD
B
6) DIMEBERBUNDEET., AREEEMZFICK YRM2ERRE EERKM
[CHBFShi-EE
%
OB OAF | BEERAEIO eI TSEAREC  IQOLTEEAIZEY AT, 1B1H
#gO®E5 L1,
BE5HE . &RR42H1 A (hRfE2THA)
Visit 1 2 3 4 5 6 7 8 FERAT HERIE T iR
AR SRR I
=] —éﬂ 1‘ 3‘0 12‘0 2“10 Séﬂ 4é0 5(‘)0 =638 I
B 1 4 8 12 16 20
E:#AN. R: EBEAZIFT
FEFMEE | UTOHEAIVERKRSAV DS, WIFhhOWEHKIBE TOHRM
1. MEE
2. DFEIZEK B AR
.IDFEICKBRARE
BlIREMIER | - DFREARD b+ (ERVER) RUODLLEFEORE

- 81 ABDKCCQ (I AL2DPRO) DIEEREFRATDR—RSA UMLDE
1t

DMERE TOHIME

2T GERZEMbHEL) FTOHIM
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(EEFFHEEER)
DIEEIEDFEAARNY b (DARRICEIARIIEILDLFLEICLEIRER
2) DEEIVFRAEDS5E. WTFhADHEIHEEFE TOHAM
LHREH
AFEEFHE, DMERIIEIDFREAARNY P (DFRRIZEDARIIEIDAEIZEL
LREARE) DEEIVRFRA Y FORBROETIZEWNT, 75 AREIC
W BEHEER LI UNF— KLE0. 82 [959%C1 : 0.73,0.92] . p=0.0008) ,
AFIBERVTSERETODOEREIIDAREARY FEREBEL-EEHET
FNEFNS1261 R V6105 THY . 100N - EHE=YDARY FEREXZFL
Fhn1.8RU9.6THo1-,

AF10 mg TSR N — R pfiE®
(n=3131) (n=3132) (959%CI)
DMEEREDFRES A 512451 61045 0.82
(IDAREIZE B ARXITRR (7.8/100 (9.6/100 (0.73, p=0. 0008
252) LK) A - 5) 0.92)

a EEAZGTEODEERFOAHOEETEAL, R5HEZEFE LI=CoxtbFlNTF—F
ETIICKYHEEELT,
b BRREFOAEKEL, DERFTOEREEE L THEME0.048& Sht=,

FEHEEI LV RFRA Y FOPIEREBEFE OB DKaplan-Meier iR (X R EA
MonEL., REBEHMEZE L THRIEMEINT,

251 nY—kKtt [95%E8EM] 0.82(0.73, 0.92] TS5t
p=0.0008 —
—
—
o« A#10mg
IAEREE
v
]
£ 104
~0
g
_I T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 3 36
BIEATIUHITHNSDBEH
Patients at risk
F®10ma 3131 3040 2049 2885 2807 2716 240 2147 1982 1603 1181 801 389
IS5t 3132 3007 2896 2795 2710 2608 2318 2080 1923 1554 1140 772 383

FEFEAIVFRA Vb (DOERXELTLSA R L) OFAEFERETOLHMO

Kaplan-Meierdh$® (FAS)

BARAEH

AFIFE, TSEARBEERLTODOEERIZDRLESA R b (IDFL2ITEK
BARRIEDALIZLDIBREZE) DEEI U FRA Y FORBREZEHEN
IZET &= UNF— FE0.71 [95%CI1 : 0.42,1.21] ) , AFIBRV TS
TARBETUDMEEIIIDAEAARY FEHRBE LEZEERITNEN246 R
V3BITHY ., 100N - EHF-YDAANY FRIBRIZFNFNL 6KRTV6.5T
Hot=,

50



L. l_

nnmlative percent

I

I

‘
H -
L
]
1

= ! HE (%5% CI) p-value
S ,_r—‘_' ||:-. P 071042, 1.21) 0.2110]
: 3 6 g 5 15 15 7 LT > £ 3 %
Months from randomisation
M ot risk
S EE = s E R R
BAAELRIZEFT2ETEHEEAIY FRIV F (DOERRIEDFLSIRVE) O
VBB L TOHAMDKaplan-Meierehf® (FAS)

(BIREHEER]
DEEARNY b (MERVER) RUDMEFEDREK
XY i

AFE L. DAREARNY b (FERERVEH) RUDOEEOBRBOBLIZH
WT., 75 EREICHIT 2EMMEZETRLT- (Rate ratio 0.77 [95%CI :
0.67,0.89] . p=0.0003) , DFREA RN b (MERVEH) ROLMEFED
BBIARFIFE TSRV TS RETIOOIHTHY . 100N - EH=Y DA
Ny MRBEERIFNEFNI.8RUIS.3TH- 1=,

BAANER

AFIBTIE., TSERBELEBELTORLEAIRY F (WERUVEE) RUD
MEFDHEIZxt9 HRate ratiolX0.57 ( [95%CI : 0. 31, 1.04] . p=0.0673)
Thot-.

81 A DKCCODIEREH AR AT DR—XSA UM LDEIL

2HREH

AENBETIE. TSR LLEE L TKCCODEREH R I 7 DMFHIZEE
HRENZEDHONT- (Win ratio 1.11 [959%CI1:1.03,1.21] . p=0.0086) .
BAAEH

AENBETIE. TS5 RBELLEE L TKCCODEREHRI 7 TAIELF2DTE
FEARIZx 9 BWin ratiolX1.05 ( [95%CI : 0.83,1.33] . p=0.7257) TH -
T=o

1D 5E T D HAR
XY i

FHFERV TS RBEOLMERDFERFBT TN ZEN231H KR V2614 T
HY. 100N - FEH=YDARNY FRBERSZTNENI. IRV3.8TH 1=,
HAAEH

FEBERV TS EARBOLMNEREDRBRHKIE TN T NG R UL106]ITH
Y. 100N - EHEYDAARY FEBREIENEN0. TRU.8THo 1=,

ERT GERZEBHELY) FTOHAM

EHEH

FEBFRV TS ERBEORTH T ENEN497HI KR U526%6] TH Y . 100 -
EHEYDANY MEREFIENENT. 2RUT.6THO T,
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BAANEHM
AFBRERVTSERBEORTHBIZNZENIHRV24HTHY . 100A -
EH-VDARY FHRBERIFNTN2 TRULITHS 1=,

(R&tICBEd 55TMIER)
AHBRTIE, BEPLICE-HEEZR. k. YIRICE-E-HEER. T
BRUIBD VR LR DEEFBER . EREZ TV F—2ADMEEELNHZE
%, EEQEMEE. DEMEARY b (DFEE, FRERE) RURE
B AREOREDICE - FAEERICHUTIBANDAIEELEESE
REWELT-,
AFHEBIZEWTAAFIO mgEF1BIEZRS L1=312660 [5 B HAAN2104] RV
TS5eREHREL131276] [5B5BARA21241] b, EELHEEBRIE. &
#I10 mgBE <1361 (43.5%) [S5H5BAAN10041 (47.6%) 1 . 7S5 tRE
T1423f5) (45.5%) [5HBAAN11341 (53.3%) 1 [CEBH 5N, FEHIEIC
Eo-HEERIE. AFI0 mgBET1824 (5.8%) [5HBEARA12451(5.7%) 1.
TS5 wRETI8AE (5.8%) [S5HBEARAI6H (7.5%) 1 ICERHLNT=,
KREBLVETEIDIEELCHEETESRT NEFN0 mgBE35H (1.1%) [5
H5BAANG] RUOTSEREIE (1.0%) [SH5EARALH (1.9%) ] .
ERES b7 F—2 23 SRFN0 mgEE261 (0.1%) [S55H BAA0H]
RUTS5EREMG [S558KRA0H] . EEQEMFESARFII0 mgBE64]
(0.2%) [5BBEXAME] RUTSEAREF (0.2%) [55BARAMH]
Tho1-,
E) BEER &m) MEME) Bkl TIKERIME TEIMHENE) MEEER) Y3y
1 TS5-om*kEE] ThERERME a3 vy
2) BUHFEEESTERES F7 Y F— L ARERFARERAB N EHE SN -EETER

KEE DR MAEE L.

BRENEMICIYUTORENEREIN-TEEREER LT,

i) EEORHETFXTBEZTOERK
i) SMEMEBIDREN

i) EMEZART H=HDONA

V) BRNMAROBMEERDOZELZEE
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BUBRREEEXMRE L-FMEERKRHER (D169AC000015KER : DAPA-CKDEAER) ' -

B i)

BEBRARE LR, —BER T CAAI0 ng A BEARIEBMLTE
=OEMER VRS ERE LT,

HEBTHaA Y

LR LR, event—driven, EiEAL., TSR B, ZEEGHK. HITEM
Eb B E ER

xt E 3

eGFR 25 mL/min/1.73 m®LLE. 75 mL/min/1.73 MLULFMDF7ILT IR
(UACR %200 mg/g AL, 5000 mg/g LTF) MREHLNDHIEMHBRFESE
(K% 10 mg £ 2152 5, TS5 wARE 2152 4] [SHEEAANTZENLETN 128

. 116 451])

BH. 2BERBSHBEED (IARF 10 mg B 14555 (S HBAERAN 67 4.

TSR 1451 6 (S HBAAN 66461, 2 B¥ERKIESHFEZEARAE 10 mg

FE6974 (SHBAANG61H), TS5ERETOIH (55BARAA0H) TH-

1=.

) DERIC2EERBLSHIN-EROHIESE. XE. R V-V L EEAEI

ITEED 2 @@ HbAlc DIEMN LTI E 6.5% L ETHDIESE

FABEREE | (1) FHRPIBEULTHLIBHER IR M
(2) Visit 1 ($ A BF) TeGFRAY25 mL/min/1.73 m* AL 75 mL/min/1. 73
m?LAF (CKD-EPIZ) DEE
(3) Visit 137 AULRINS7ILT S URDEMARH SN, Visit 11
&7 HUACRHN200 mg/gll k. 5000 mg/gLA FDEE
(4) EFEHMIERTRVRY., 7003 T U0 UEMBRATERIET »
CHATUIUIZBREREZ isit 104BBLULRINSBEORK
ME CTERLG CHEMICIRALTWSESE
F
THBNEE | (1) BREREBEXIEREARSEIRMEERE. L—TXE L. XIZANCA
BEmERXAROoNDEE
(2) #EANATE D ALUAIC, REMRIETZREEREICXT SHMRIGE SR
&, REMRHERE XEZOMOREREEZT-EE
Q) BHRBENBREEZETLEE
4 1BERERFEAT HEE
(5) HMANBFFIZNYHADREERENVD 5 - MELFENRBOoNEEE
(6) MMANFN2BEMURICDEEE, FRERDIE. BEHR, XE—GE%
e MFBEEARE LI-EE
F
OB A & BEERFIO eI TSR IQLTREAICEY ST, 1B1EED

BELE, ARBRTEHEZAEDI0 mglomz., ERMIZHDETHNIES mg
ADBELTE LT, b mglTHE LGEIE. HBREOERARELIZEA
BRETEMR AR EEMNHIE LI=5, FEOMNZI0 mg (KFXFTS
) ICHEETDEILE LIz, BH. AFIZREH(ZeGFRA25 mL/min/1. 73 m?
KBIETLEBELAFREERGEAE L. SSHICTENHIDLELE 125
ATHAKIEE (TR & LT-,

REHME  %K39.20 B (h3{E28.545 8)
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74 —H10mgif 72 —H10mg1H1E REELRRITENM

TR 73R 1B1E8 FEARICEN
HBAN \EAL
Visit 1 2 3 4 5 6 7,89 e T AT
b
L 1 1 1 L L 1 1
I 1 I I 1 1 1 1
‘ ! . ;
B =14 0 14 60 120 240 360 A AT LIk 6EMMA
(*7) (+3) (£7) (*7)  (¥13)  (%14)

* TEIEEE QAT KA MIRELHRICELE
E:#AN, R: |IEABIF1T
BATHE., HREORLHERDF-HDay28IHESN DBIKEEE =M L 1<,

FTEFAMEE

UTOEETY FRA > FZRENSTHEERND S 5. VFAADA Ak
DMEFEE TOLM
1. eGFRMD50% LI E D IFEA BT
2. KBIBFRE~DER (eGFRD15 mL/min/1. 73 m*RiE D . 1B B
gk, XITEEBE
3. EHIE
4. BB
* BERANY MIERBEOERICE S,

B R 5F 1 72 B

LUTDEEIVRRA D MIEFNSEHEEDNS . WThhDA R
FO#EIFERFE TOEM
1. eGFRMD50% LI E DM EIET
2. XKEHELRE~DER
3. Eige
LUTDEEIVRRA Y MIEFNSFEEEEDNS . WThhDA R
FO#EIFERFE TOEM
1. MEE
2. IDT2IZL B AR
- 2RT ERZFMHLEL) ETOHM

L R

(EZ5HEIEE - HRMTHER]
FEEETY FRA 2 b (eGFRD50%LLEDEF#HHGIET ., REBLL2~D
EE., B, XFDLMEFE) DAY ~OHEIFTE TOHARF
EHEH
FEEEIY RRA 2 b+ (eGFRD50%LL EDHF#HEMGIET . REIBLR2~D
ERE. DIMEE. RIFERIE) DAY FEBERQETIZELT, AFI10 mg
BOTStARBEICHT 2BHEENTEIN (VT — FE0.61 [95%CI :
0.51,0.72] . p<0.0001) ., AFKI0 mgBERV TS REICETLEEERS
IVRRAUPDARY FRBHBIT. TNENI197HIRUV3126ITHY . 100
AN EHEYDARY FREBREFTENENL 6RUT.OTHT=,

AFI10 mg 75€R NH— Rt s
(n=2152) (n=2152) (95%CI) piE
4.6/100 A -4 (19741 | 7.5/100 A - 2 (31281
eGFRD50% L1 £ ¥ | eGFROD50% L1 £ O #5

D ~
*ff'rij GO E TR0, KM | SROAIETI30. K 0. 61 0,001
\ BRE~DEESH. | HEFS~OEEI08 | (0.51,0.72) | P

BRIEOF., (LMmESE | Bl B2, O mE

55451) SE69451)

*: BAEABTTRO2RBERFOEHDEERVUACRTER L. REFZETF L L. eGFRTH
B L f=CoxtbflNF— RETFIICK YIHEE LT,
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AFI0 mgBEL TS EAREICEITHEEHEEI Y FRA4 > FDKaplan-Meiersh
RIX, REFBEL GrB) honBE L., RERHAR D & L THBEN B L=,

24 4
evemts’N|
22 Dapa 10 mg 197/2152 e
------- Placebo 312/2152
20 4
184
16
& 14
2
E 124
E
c 1049
R —
6 -
4 -
1 HR (95%CI) p-value
DvP 061 (0.51,0.72) <0.0001
0 -l T T T T T T T T T
0 4 8 12 16 20 24 28 32 36
Months from randomisation
N at nsk
D 2152 2001 1955 1898 1841 1701 1288 831 309 3l
P 2152 1993 1936 1858 1791 1664 1232 774 270 24

FEEAIYFRLA U+ (eGFRDS0% LI EDFEHFEMITET. XKNBFFE~0ERE, DOE
. XIETWEE) O R FOPEIRKRE TOHAFDKaplan-Meierghfik (FAS)

HAERAEMH

FEHEEIVRRA D MDARY FREBERFX AR AV EM 2D
DAFN0 mgTTSRBELERL THELELS. £KERE—E L{ER
NHoNnt-, TEBEEI U RFRA Y AR FOFERFIFIE., KF10 mgit
THl, 7SERETIHTHY. 100N - EH-YDA R FRIBEZ2 1k
V3. 4THo 1=,

244

events/N
12 4 Dapa 10 mg 5/128
"""" Placebo 7/116

Cumulative %

Months from randomisation
N at nsk

D 128 127 127 126 125 121 ] 0

P o116 115 113 110 109 109 0

BARAEKHIZEFTHEEEEST Y FRIV b (eGFR(DSO%U.J:U)ﬁh:E‘J&ﬁ'F FAETE

~DER. DNEE, RIFBRIE) 01X FOYEIRRFE TOHE OKaplan-Meier i
(FAS)
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(BIREHHEIEE )
BESTY FRA U+ (eGFRD50% UL DEFFHLIET. XPBFRL~DHE
B, XIIEIEE) DAY rOWEIHFEFE TOHIM
£REH
BEAIVRFRA U PDARY FEBROETIZE LT, REN0 mgin 7
SEREICHT BEBEITEINT: P — FE0. 56 [95%CI : 0. 45, 0. 68] .
p<0.0001) , KFI10 mgBER VTS tRETEFNENI26| R V2435112 E
IVRRAFOWVTIALDAANY EREDHSN, 100N - EH-YDA AR
VRRBRIFNEFNIIRVL.8THo1-,

BAANER
BEEIVFRA D MDARY FEBREI AR ML DLELSTZHOD
AFNO mgBETTSEREBELEBE L THIELE, 1=, 41N FERBHHKIT
AENOmgBER UV TS ERETENTNABIRV6HIT, 100N - EH-Y DA
R MRBEIENENT.TRU2.9THo1=,

DMERXFEODRLEICEIARNOEZIBEETIV RRA LV EDA R +D
#EFRBFE TCOHME

EHREM
DIMERRIEDAEICEKIARNLHEIBEEIVRRA 2 EDARY MF
HEQETIZEWNT., AFN0 mgBED TS EAREICRT 2BHBENRTINT
(/\H— K0, 71 [95%CI : 0.55,0.92] . p=0.0089) , AKI10 mgBERU TS
SERBETENALEFNIOFRTIBFHIZEEIY RRA > FOWLWThHhDA
R MPEOON 0N -EHE-YDA R FHRREFFNEFN2. 2EUS.0
Th-o1-,

HAERAEMH

DMEEXFIODRLICEIARNOEZEEI Y KRSV FDA R &
BEE, AR MNDEL=-HDDEKREFN0 mgBETTSEREELLEL
THIELEEMN 2Tz, A RXY FERBHIFIEFI RV TS ERETEN
FN2HI R VBT AN -EHE=YDA R FEBEFTEFNREFN0. IRV 4
Thot=,

2%T GEEZRbHAL) FTOHM

2K

2T GERZEBDHEN) ODARY FRERBEEQETIZE LT, XFI10 mgd
DTS ERBIZHITIEBENREINTE UNF—FE0.69 [95%CI :
0.53,0.88] | p=0.0035) , AFNO mgBERUVU TS EHREIZENT, EXTD
AR FEBHBIEEFNRFNI01FIRT1466ITHY . 100N - EHT=Y DA
RN MRBEIENEN2 2RV 1ITH 1=,

BAAERM

ST GEERZEHLLEL) D4R FERBHRIEEFI0 mgBERV TSR
BTEINEN2BIRUIBITH 1=,
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(2]
ARERTIX, AOUOEBEMNEI U RFRSA U MR b, EELHEER.
BREOBETHXIRERLICE>FAEER. AWTIEIREAETER
FIEL, COVWTNICHLZALAEVEEELEESERIFNE LA T-,
AEHEBRICEWTEAFNO me=1H1EES L1=21494] [5 5 BHAAN12861] RV
T5eREH/REL21496] [SHERARAN66] b, EEGTEEERIE. X
FI10 mgBE TH944 (27.6%) [S5HBAAN28H] (21.9%) 1 . FStRET
6744 (31.4%) [5%HBAA29 (25.0%) ] IZBH SN, BEHIIZES
FEEERIEAFI0 mgBETI1861 (5.5%) [SHEBEAATHE (5.5%) 1 .
TSEARETI2ZH 5.7%) [5HBEAASH (6.9%) 1 ITESHLNT=,
FEIREEEERRIE. KERERDT NAHFI0 mgEE12045 (5.6%) [55
BARANISE (11.7%) 1RV TS5 RE8441(3.9%) [ 5 b BHARATHI(6.0%) ],
YERBY P72 F—S RED SARFN0 mgBFI RV TS EARE2H (0.1%)
[5BBAANMGI] . EEQEMBENAFI0 mgBE14451 (0.7%) [S5HEAX
A0l RUTSEAREE286] (1.3%) [5H5BEAAH (0.9%) 1 THot=.
1) AEES MEME) TMESHAES Thik) TEm) TEIHEnF) mEET) Mo
HERMMEL IV TRESRL] TRERD)
2) MUHEEESTHREY F7 Y R— U ARE LIRS N EHESh-EEER

KEE DR MAEE L.

BRENEMICIYUTORENEREIN-TEEREER LT,

i) BEEOREEEF(STBESOERK
i) SHEpEBOREM

i) EMm#EZAERT D=HDTA

V) BRAMAROSMEERDOZELZEE
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SEFE®

1) CKD DEREESSE (CKD B2 A 4 K 2012) RIDEEEFMEEE DA N2 MFE (FAS, FEE

)
BEE EHRES Al A2 A3
R7ILITIVEE EE WMEF7ILITI VR BEH7ILTI VR
— (mg/H)
IR R7ILT S /Cr b
(mg/gCr) 30 k& 30~299 300 LLE
B E *
BX % BEEHR EEEAR
LHREERE RREBEE (g/H)
BEE FREB/Cr kb (g/gCr)
8 0.15 k& 0.15~0. 49 0.50 LI E
Z0Ohh
By — . .
of | EMEramE | 200 | P77 marosnl | marossl
A 1.8/100A - & | &Fl 2.8/100A - £
© EgFE-E 60~g9 | HET—% (1/25) (14/209)
BEET L FS5+R 1.9/100 FS+R 3.8/100
A - £ (1/24) A - (17/196)
AF| 2.0/100A - & | &F| 2.4/100A - &£
I o | BET—4 (4/95) (26/551)
G3a | BE~FFEET | 46~50 | 75 F56£ 3.4/100 | FS5tAK 5.9/100
GFRX 5} A - (5/69) A - (72/613)
(mL/ %
/1.73 md) A#F| 2.0/100A - & | &Hl 5 2/100A - &F
- | EET—4 (4/101) (89/877)
G3b | PER~BEET | 30~44 L 75K 1.2/100 FS5&K 8.1/100
A - E (2/84) A - 4 (128/835)
AF| NE (HEEAEE) | AFl 12.0/100N - £
o g | BET—% (0/18) (59/275)
o4 REET 15~29 L FS5+HK 1.9/100 | FS5+HK 16.2/100
A -4 (1/28) A - £ (86/303)
FHBETLS BuF—2 | o
@5 (ESKD) <15 ey BuT—44L BUF—4HL
ARYRE /100 A - ] (RIS RITHREER)

ARITRLT KD EEESFAIDOT—2 FERBHOBERTH S, SEEETORERRUVAAY DR LNIT
WBHIEICEBET S,

DAPA-CKD FXBRICH (T2 X EFFMEB DERIL. eGFR D 50% U LDIFFEMLET. KRBT E~DER (eGFR O
15 mL/min/1. 73 m KRG DOFHE. BUEBHMEE. XIEEBE . DOER. XEBERBEOVITIODORRTH o1,
F) R—=Z 54 D UACR fBAY 30 mg/glr REFTH - -BEMN 1 fIRO LT, BHRBEEIRA GRS LI-.
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2) FEFMEB DY T IL— TR
K1 R=X54 UDeGFRIERB DEZFTMBE DA N~ (FAS, FH&RAE)

R—254 > DGR R e NF— FH
(mL/min/1.73 m2) (2152481) (21524) (95%CI) *
i : 1 1/100A - & 12.9/100A - & 0.73
2510 L30R3% (59/293) (87/331) (0.53,1.02)
i : 4.9/1001 - & 75/1001 - & 0. 61
S0 EASR (93/979) (130/919) (0. 46, 0.79)
i : 2.3/1001 - & 5.6/100A - & 0.43
4524 L 60K (30/646) (77/682) (0. 28, 0. 65)
i 2.7/1001 - & 3.6/100A - & 0.74
60ELE (15/234) (18/220) (0.37,1.48)
(FEIRGI 25/ R =T R B1E0)

a BEBHEZRFEL. 2HBERFOEHOFERY UACR TREBAIME L 1= Cox LN — FETFILIZK Y H#TE

R2AR—ZXFAVDUACRFDEEFFMEBEEDA N FFE (FAS)

25 AFIE IS5 RE NF— Fi
7 (2152 i) (2152 451) (95%CI) @
k 2.0/100A - & 2.9/100 A - & 0. 68
S00RLF (24/589) (34/567) (0.40,1.15)
i 1.9/100A - & 4.5/100A - & 0.44
R (ne/e o) 500#1000L1°F (20/515) (50//554) (0. 26,0.73)
&/¢ 10008200054 4.0/1001 - & 6.3/100A - & 0.64
(44/548) (69/546) (0. 44, 0.94)
11.7/1001 - & 19.2/100 1 - & 0.57
2000 (109/500) (159/485) (0.45.0.73)

(RIRBIE/ AT T R 5150
a BREHZARFLEL. 2HERFBOEHOEETEIMEL. R—X 54 VD eGFR THHZE L 1= Cox L/ \&F— FE
FILIZE YHEE
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7OTRBR<EE> GEAT—H. MB10205455) °V -

BERVEHICEAMBEIY FO—ILAR+RLTOT7 N2EBERFEEZE
HEIZ, FRERBEOENER VRS ZETH L 1=,

SR AR, BRI, TS5 EARHE, WTHMLR. —EERAR

BERVEHICLESMBEI L FO—IDBT+RLGT OT7 N2BERKFESE
(B&x. T7ARE13261. KHKI5 mgiE12841)

(1) EEHISHEULDBEMRITLED2RBERFEE

(2) UTFICERLT HEE
CHAANBICHERFAEEZ T TOAELD EAEEZAOBRFLAERE
DEEEERTI EDLBL, RITHERE DD LI CFERE A
BEORESF2BEBULZITTLEL) BF
- BMIAY45. 0 kg/MUL TR UCR FF KA. 0 ng/mLLlETHY ., mEED
v bAB—ILAT+5 (HbAlclET. 5%LL E10.5%LITF) DOEE

RS B O#E

HANBIOI2BMICEARESCHRERTEOREZ  ERXIEAFTTI4E
MZHEATRIT, BITHANRO4BER ICmERTEORSZZIT-E8F

E O s -

BERT THEREZAXRADL mgR(E TS5 ERBICEREAICEMTF. ThEhiE
1E24:BRERO®RE L1,

FI\JU70Y5me#
X?Uﬂ;ﬁ;yﬁ HER
(mx14B37) | (428) (28R)
TS tiRE
2OU—=vd  TSoR AR SRR
AR B\ AR
C? . T . Er|uj CTPI T T T T T T I {
S -6 2 012 4 8 12 16 20 24 28
®:man @ s
FTEFFMIER | R56R24:E% (LOCF) [2HITBAHPAICDR—RA S A UENLDEHELE
BIXREFMIER | - % 5R1R24:8% (LOCF) IZHITHZEEFMBEEDR—RX 51 UEMLDF
HELE
-5 RIR24:8% (LOCF) [2H T4 MMEa > FA—)LBR (HbATClET %K)
TERL-EEBREDRES
E] 2| [EZEFMEIEE]

HOAICDAR—=R S5 A4 VENDEHEILE

BERIB24BEDHAICDR—R 54 VEMN L DRABEFAFYELLEF. K
HI5 mg#¥-1.04% T, T3 ARBELDEL0.75%THY . T RFLLEN
THERETHIARH o= (p<0.0001) ,
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TStR(n=132)

(%) —e— ¥/¢JUT0Y5me(n=128)
O -
R=2F
—0.2 1 :Fﬁﬁﬂ%c&ﬁﬁ(%)
TSR 8.35+0.95
A)JU20I>5mg 8.14+0.74
-04+
/&ﬁ
1t -06
=
-0.8 1
,'l O -~
REEHTHZLE(95%CI)
FAS
=27 (BIELAF1—FEEEDT—5EHR<)
T T T T T T *:p<0.0001
0 4 8 12 16 20 24 (GB) (vs. 7SR, Dunnetti&ie)
T5uh 132 125 127 127 127 127 127
S1UIoysmg 128 119 122 122 122 122 22
HMM@A—Z74/E#b®ﬂ§§ﬂ$ﬁ§mi®ﬁ$(m%)
(BIRFEIEE]

HbATc 7% K (ZEE L - #KEREDEE
REMIRAERICEEZER L -HEREOISE. KAIS mgi¥d2. 6% TH
Y. TS5 RE21.3%ITd LBEEICEN > (p<0.0001) ,

TERBMBEEOR—RSA4 VEMDEHEILE
BERA24BEEOZEEEMBEEDSNR—X S A VEI L DRABFAENLTL
2l&. &HEI5 mgB-25. 1 mg/dLTHY. TS5 RE2. 5 mg/dLIZH LEELIE
Th#HLNT= (LWFhHp<0.0001) ,
BERBIBRICEITA2EERMBEEOR—XS A VEI L DFABEHTY
TILE(E. AFI5 mgBET-20.6 mg/dLTHY . FSEARE (0.2mg/dL) &t
BLTEONIZHIENGETNA DN, TD%. KHI5 mgdEd 2= e rE I #E
EXBRRICET LT, E5HBERTTS b—IZE LT,

TStERn=132)
(me/dL) e
10 - —e— 17 T70T/5me(n=128)
N }
N—R5A
5 TELEREE (me/dL)
0 TS5tm 167.13x42.79
—2 4 AISU7036mg 154.37+31.68
76 -
7“ D -
E
£ 144
=
7“ 8 -
782 -
728 -
_30 -
347 BEEEH T LR (95%C))
FAS
—38- (BIEL A 1 —FEE DT — 5
T T T T T T T T T % p<0.0001
012 4 8 12 16 20  24GE) (vs. oL DunnettgE)
’t‘ Iﬂ‘;H:'EE 131 131 131 131 131 13\
70 5mg 12813125 127 127 127 127 127

Eﬁﬁmﬁﬁwﬂ—174/E#b®ﬁ§§ﬂ¢ﬂ§mgwﬁﬁ(mﬂ)
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(&)
El{ERA
BIER D FIRZT(LAFIS mgEE15. 6% (20/12841) . TS5 REE14. 4% (19/132
f5l) THo1=,
BELEMERIZAHFIS mg0.8% (1/12841) [ZEBH LN T=,
{EMmEEREA 3B (AFIS mgRE1l. TS EARE2H) s Sht-, EEORMBEE
[F4 <, BERIFCE > F-BREIXGEA > 1=,

FEBIE (%)

TS5+uR AFI5 mg

(132451) (12841)
L2HEEER 84 (63.6) 79 (61.7)
1K Ifn 5 4iE 2 (1.5 1(0.8)
EEERXITEMHELE 85 (64.4) 79 (61.7)
BIEA 19 (14.4) 20 (15.6)
RTICE-H-BEEER 0 0
FELEESER 2 (1.5) 5 (3.9
EELEIERA 0 1(0.8)
BEQILICE--EELEEER 0 1(0.8)
BERIEIZES-HEER 1(0.8) 3 (23
BE5IEIZE - - {EMEE 0 0

ZEMBIT R REH
MedDRA ver.15.0
(B L RF1—FERDT—228L)
FBETOVAETERERE., MERSHNORERBIBRETICRRLEZLOEEFICET,
FBEGHTERE. YREKREHN GHREIESIOBRETICRRLE-LOERFHIZEL,
-EEGHEEERELTRESN-EBOEENH. EEER. BIFA. EELHTER. EE
BEMER., BEPLICE-FEFROENICEFN D,

KEMBEL, MNEEREESOAM T VADERICH>TTROEBY DL,

EEDEMmAELE

EEODEHBRESOTEEZD=OHICHE, S DEMAVELEFEEER. N DOECHE
EXIEHRBIFEIZK Z2MmMHEHDL mg/dLRFET, FILaA—RARFTIWLATUHREIZKY
2FEICHET B5E

8 E D M #EAE

EEOBEMBEICEIZEY LAEVD EREREER GEH5DEMOLEEZRHALY)
N OBECAEXRITHRAFEIC L ZMEENES mg/dlkiE. XIFEEFEMEIDMEEH6S
mg/dLRBDHE

Z Dt DK ifn HESE

BERE (CHE L ERL S EMEENEDON A, MR EBTHERSNAGEGS
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ARV UHARBR<SE> WEAT—4. MB1020145KE8) ¥ ~¥

B 9]

ALY (MET) BEMFSETHMEI Y FO—ILAR+5 2R MERRE
BEHRRIC, METEHFAL-EZDXRFDEMER VR L ZFE L 1=,

HBTYa Y

SR AR, BRI, TS5 EARHE, WTHMLR. —EERAR

xt ES

METE A TmMED Y FO— LR+ 2R ERFESE
(Bxk. TS5 HR+METE1374]. AHFI2.5 mg+METE13741. AHI5 mg+MET
B137450, AFI10 mg+METE135451)

A OB A&

(AR5 248/ ]

BERTCTREEZ IS AR+HMETE., AKI2.5 mg, 5 mg, 10 mg+METHEIZHIE
BIZERF, ThENIBIEHC24BMEORE LT,

(R#EIREH (T8ER) ]

RHBREHCEY S Ton-RERVAEZREL . HBRBMPOXREIR
IMETO AEREIFEL L=, TRTOHET. EFT VLY 15 mgXIET
ANAR—RICLDBMELAF1—ZEBMLTEENIEEL, F:,
EF VSV 0BELAE LT,

FEMIER

B 518248 % (LOCF) IZH T BHHAICDR—X S A4 UEMN L DFHEILE

Bl R 5F i 15 B

- B 5BIR24E% (LOCF) (25 2 EEBNBED~—Z 51 LEH 50
FHEILE

- B 5BAA24E% (LOCF) (2B 2HEDA—R 54 U bOTHZILE
- B 5BIE24Bi% (LOCF) 24514 HMMI > FO—LEAE (HbAICET%R
#) FERLEBBREOHS

B R 8| - B5REKI02BRICEITHHAICDR—R 51 VENLDFEHELLE
Ol E OB | - BEFMKI2ERICETHEEFRMBENR—I S/ AENSDFHEILE
- 5 FIRI02:BRICE T HMMED > FO—JLEE (HbAIClET%RiE) %&
B L=-BEREDE S
L 8| [FZEMERE - BRMFHER]

E) AFI2.5 mg. 10 mg+METEEAFIDEZBHADAED=HRA LG,
HbAICDAR—=R 5 A UENDEHEILE
BRERB24HBEDHDAICDR—R 5 4 HEN L DIRBEAFHELER, K
FI5 mg+METE-0.70%THY. TS HR+METE#H-0.30% &L L THEL
BETFMAHoNT= (p<0.0001) ,
HE5RIR102BER(ZE 1T HHDAICDOR—R 5 4 VEMI L DFRABFHFHEIL
=, BERBBEOTRTOF@EBFRICEVNT, TR HMETE S LB L.
AHEID mg+METHETE Y KRELETAALNT=,
BERIB102BRDHAICDN—R 54 EN L DRBFAHTHELEICS
T2 T ER+METE & DZEEL. AFI5 mg+METE-0. 60% (95%CI : -0. 89,
-0.31) TH-o1t=,

AFI5 mg+METEEC & (T HHDAICDIE TRIR T, B 5FAIA102:BE F THft L=
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TSER+MET(n=137)

(%) . ) ( \
02- —e— 5)(JU70Y/5mg+MET(n=137)
04 e
FEHRERE (%)
TS R+MET 8.12+0.96
&)\JU70I5mg+MET  8.17+0.96
-0.24
-041
z
it
=}
-0.61
-0.8
=T1.05
REEHTHZE(LE (95%CI)
FAS
-1.21 (BIMABLRF1—FoEER DT —57Z2HR<)
T T T T T 71 T T T T T T *:p<0.0001
04812162024 37 50 63 76 89 102 GB) (vs. 7S1tzR.ANCOVA)

o womEEEIe % 4 8 % 4
HOATCDR—Z 5 1 Uil & DIREHH FHZILRORS (1028)

(BIREHEIRR - SRRAIETHHIEER ]

HbATc 7% KiEIZEE L -HEBREDEE

B 551524, 50, T6R UF102B%RICEEREER L -BBREDIEE. T35+
RAHMETEE & EEBR L. AHIS mg+METRETREA o fz REFIR102:E % O AH|
5 mg+METE & TS EAR+HMETRR E DEF, BEFMK24ER ERREE (&5
FtR24:8% : 11.8%. #X5FIR102:B% : 11.0%) THo71=.

EERMBEON—XS( VENDFIHELE
BEFRBBRDODZERFMBIEDSN—R S 1 UEMN - DRABFAHFHEL
=&, XFI5 mg+METEE-1.19 mmol/LTHY. T ER+METH L ERTH
BEGETARO o= (p<0.0001) .

EERMBEDR—R S M VENSDFHELEIC DT, KHI5 mg+MET
BTRIREMRIBRICEAGETIAROON, TORLELHITETL.
BLTHRERMBE~12B&RICTS b—ITE LT,

(mmol/L)
044 IS ERMET(n=137)
0.2 [ —e— 5){IUI0IYBme+MET (n=137)
O -
—024 =25V
- FIEHAREERRE (mmol/L)
044 I35t MET 9.19+257
I, 0J/5mg+MET 9.39+2.72
% -06-
1t
g -08 %
~104
124
144
—164 BEFEH TR (95%CI)
184 FAS
(BB A% 2 —BEAR DT — <)
T T T T T T *:p<0.0001
4 8 12 16 20 24 (GB) (vs. 75tz Dunnetti®)

ZEROBEOR—R S A LEN DRBFHTLHE/LEOHR (24:8 : LOCF)
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(Z£it])

Bl{ER

BIEFDRIEIT, AFI5 mg+METEF24. 1% (33/13741) . TSR +METHE
20.4% (28/13741) TH>T1=.
EELGRMERITAHFIS mg+METE#1. 5% (2/13741) 2B oht=,
BMABENBE SN -WERE (T TS AR +METEDS. 8% (8/13741) . KHI5
mg+METE$5. 1% (7/13741) TH 1=, ¥60%DHEREAEHIZHHA KM
WEZHBE Lz, BEQBMEENTZ AR +METEH], KHKI5 mg+METH
265, Z Db DIEMEEREH TS R +METEE8HI. AFI5 mg+METEE6HITH Y .
EEQEMBEEGN . ERELHEETER K SN EMMEE. X
BERILIZE > - EMBEE XM 0 1=,

RIRGIH (%)
TS5 R+MET KI5 mg+MET

(13741) (137451)
EREER 111 (81.0) 111 (81.0)
1Bt ESE 8 (5.8) 7051
AEER T EMHEE 111 (81.0) 111 (81.0)
2R 28 (20.4) 33 (24.1)
REICES-HEER 1007 0
EERAETER 14 (10.2) 9 (6.6)
EELERIER 3(22) 2 (1.5
BEHILICES-EELGATER 6 (4.4) 1007
BERIEICES-BEER 9 (6.6) 5 (3.6)
HE5HIEIZE > - B MAEE 0 0
R RER

MedDRA/J ver.13.0

(Bh#ELRF1—BEEOT—2E8D)

-EETHVAEERRWENSEEL. MRERSEHIOREESIBRETICRELEZEDE
KiIZEDT-,

- EELGAEEERIE. VEBRSHSOREBFEIOHRETICRELIZLDOZEEICED T,
CEELGAEERELTHRESN-ELEEDH. BEER. BMEA. EELEETER. 8
HEMER. REDILICE--AEBROENICENT-, RRESIBEETICHREINZE
MEEGEIET AT MEMBEGE] (SEHT=,

KEMBEL, MNEEREESOAM T VADERICH>TTROEBYHELT,

EEDEMmAELE EEORHEFTCTHEZTOLHIIHNBN S DEMALELEREER, A OECH
EXIFHRBIEICEK HMAEHSS mg/dLRFBE T, JILIA—AXBFET VAT REIZLY
REICEET DHE

8 E DK M ¥EAE EEQEMBBLEICIFZDY LGV, EREER ML OEMOBERZMHEIELY)
MOBRBRIEXIEHRAEIZK HMHEHGCS mg/dLRiE. RITEEREN DMPEH63
mg/dLREDHE

ZOMOBEMAEE | MEBREBICER LERKLS SEMEESAREDON S, MIENEETHRINEWNES
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2) REMRER
ABARN2BERFEE LR E L= EMBEEKRER (D1692C000125%8%) ¥ - ¥

B 9]

BECLEPEEAL TV MBERTETHHEI Y FO—LAT+27%4H
ANEBERFREBEERARIC, FFERBRERUVMBERTREEFRARS L
EEDRERRUVANMEEZRE LT,

HBTYa Y

e R, |B, XFREH @I T IL—T7  BRmkE, ftAKE U
Flom#ERTE] ) . REAFEHRAR

xt ES

BECLPEFHRFFEALTOSMBERTERE (RILKRZILILTH SV, OR
TFONRTFZ—CARER (DPP-4FHEHF) . a-FILa s F—EHEH
Ca-GI) . A rARILTY (NET) [ FF7YUDUREHR (TD] | FRHEA
DR iR (GLI) 3 L < [FGLP-1Z2 A A/EENZE (GLP-14EEHE) )
TH#HEI Y FO—HBF+REERNREBERRES

(Bx., BEME524905], GERES5479%51 (SU 122451, DPP-4REEHI 624,
a-GI 614, MET 71450, TZD 64451, GLI 49451, GLP-14EEpZ 5041] )

FHEREE | (1) FWH20RULOBUERIHXMED2RMERFEE
(2) LTOWThNZHET HEE

(Ez5]

- HANRICHERFABRZZTTOEL, XIFHEANFICGER LA
TDUSNDRERIRERERIT TS EE
(AR E]

- REIFREFRATSER L L. EAZEHKITHSHSU, DPP-4IBEH]. o-
GI.MET.GLIRIZCLP-1EB RFRBREDAZERELENT—ERE
DEREEZTTVDEE

- REIRESEFRBAN2ZEMULE, EX TV Y U2 RZBHEHENT—
EREDKREZRITTVSESE

(3) HOAICALITDIEZTRL TS EE

(Ez5]

- HAANEF CRBE1) DHbAICIEA. 5%LLE10%UT (HERFAEE T
TLVEWE) RIE, 8%LUT (MERFARERITTINSE) T, AR
FIsRD1ERT (RRT5) MHbATCHEAY. 5% E10% LU T DEE

(HAKE 5]

- HAANEEF (RER1) DHbATCIEM6. 5% LA E10% AT T, JAEEAMI RS
DERT (EFE5) DHbATCHEA. 5% L E10% U T DEE

%
ETABRNEE | (1) ABEBERURBEE BRE7 b7V F—C X HBRED2 > bO—

ILARB DR, ZREr M IEEA 240 mg/dLE#B % 5. BMIAMS kg/m Ll L.
BEEFME, FRERAE. TSHAVEZE{EZEN) MNRBHLNI-EE

(2) BIEE (eGFRAMS mL/ oK. MEFEI L7 F=—HAEHETL. 5 mg/dL,
LZHET1.4 mg/dLEBZ D, REFZILTI /9 LT FZUEA1800
mg/gEKBZ A, BERE. REMEEMEER) ARHON-EE

Q) FFES (EXLGER. EXLTHH#EDORRE. KEYIILE VH2 mg/dl
A5, BEMFER. ZJFEMTFERIEN. EEOFEERE
B, ERHNFESE) ARBOon-BE

4) DINERKE (5 MELFE., EXADMEREEOBERE., INHELAMm
[EAV60 mmHgLl £, PEEREAMEANI00 mmHgl E) MEDHLN-BE

(5) MEFHEE - BEMEERE NEFOEUMNBMTIO g/dl. &HETI
g/dLkiE, BHAmMMEEmD, EEANESOEVE, HRZHEEMm. o
mX(Femm,. EER) AROoNT-BEF

(6) REFAEDREICHIES

(1) BHBREE (VLT7FoFFT—ENREBELRDIEZBA5. EY
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FEMIANTF—, EYFERILTFoXF—EEM ARDHS
ni-£%&
(8) WEiRHh, XIFEBIFDEE
(9) tRAZLEEZE (TD, KERLVER. £85I I)L3a)LFaq4 . T
INSF R, ERKRRKRR— FREHF|, AL b=, E FERERED
AILADBE. UIMILAF) #2HTWSESE
F

A B A&

BERBFEEREUHARSEHELICRFS mgTREZMIBL. EEHRTTIA
1EFI52:BMBOARE Lz, RE5RIG12B% LUREICHAICAY. 5% ZB A .
MAOREMRITHEENZVGEIZIE. AFIZES mgh 510 mg~BE L=, KH|
Z10 mgl<HEE L TSERMIR SR, 5MIM24EH% M 55281 ZHbA1cAY8%
ZHEATVSIGE., REKRERICEME L X1 —FEDRKBZHRET L=,
EeREICKIPEMmEEL XX 1 —REZE12EMIT > THHbAIC (RRBITE)
M8NZEBATWASZEICIK. BEBRENZRSEHIELT-,

B 58

17U; 5

v v
®©%m | 7or
1

FI\JU70Y 5~10mg

#1\5U70 5mg

A
i @ SRR

1 1 I T 1 1 1 I 1 1 I I 1 1 1
P - -10 -7 -4 -10 4 8 12 18 20 24 32 40 48 52 55

Visit 1 2 3 4 56 8= 9 10 11 12 13 14 15 16 17 18

#* HEANBICERRSREZEALTUCREDH . Drva P OMIBZRET &. TNLADOEEE. O1va
FONHEIFERESN T ERT S MBS ABBICETT .
wk  RIRES IO RS SR TV DT, BT S TIIRR 7 (55 158) [FRESUFL.

ARS8

#1\Jyz0 5~10mg

#11JU70J7 5mg

BREHMRmLESE(RE—E)

\ A=
) BA
®© wm | SRR I
I T T T T T T T T T T T T T 1
B -6 —-4 -10 1™ 4 8 12 16 20 =24 32 40 48 52 55
Visit [ Eid 4 56 7 8 ¢ 10 11 12 13 14 15 16 17 18

# S INTUT0T Y DRSHREHIIC. BACHDMERE TEEZ - ERBTRSTNTLDHENH D (SU.GLI
MET. a-Gl. DPP-4BEZFZERUGLP- 1 {EBZFEIC DWWTF8BELLE. TZDICDWTIF 1 238/ )
w7 (8813813, GLP- 1 {EBREHAD Y T I —TDHFHT B,
sl T RES FERIRR S SRR TLSD. AR S TIERE2 AU BIFRIES UL,

©®):man @ mseam

FTERFMIEHE

FEER. BARKRERAB. DER. N2 4A 2, BlEE. BFEFRRE

Bl R 5T i I B

- 12 5RA8R52:81% (LOCF) 12#(F HHbAIcDAR—R S5 4 UEM L DFHEILE
- R 5 RIR24:E % R U528 (LOCF) 124+ HHbATehY T %Ki IZEIE L =1
BREDEEG
-1 5 FIR52:E% (LOCF) I2&H (T 2 EREFRMBEEDN—X 5 1 U{EA L DF
HELE
i
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H R

Aotk

HOATCDAR—R 54 UEN S DFEHELLE
AEDEBEE R VO MBERTELEOHAREIZE Y, HbAlcIz—E LT
BETHRBH oIz, RE5FIBI2ZERDHAICDOR—R 5 1 UEL L DFEHE
LEL. RHIEMRBLEHT-0.66%. FRAKEHT-0.68%, BEHKE &6
REZEHE-2BEBREHT-0.68%TH 1=,

HAREEICSNT., HAEDOEFICEADL 5T —E L THAICIETARD 5
nf-, BEFKR2ZBARDHAICDAR—R S A UMENSDFEHETENFLK
ENO-DIXTIDH AR (-0.86%) T. mE/NIH D> =DIXCLP-T1IEEN RS
AR (-0.49%) TH-oT1-,

HOAIcDAR—R 5 A4 VEMN D DFERILEL, BRBEERRUHRARSHE
LITIRERMIZBERFETHML . URIIS2BERFTHRAER L TV,
HHAREEICE T 5HAENDHAICDOR—R S M4 VENDEHEILE
DEHITENTH., RBROERAH LT,

HbAlc (NGSPIE) DAR—R 54 UEAN LD TFHELE (52iF : LOCF)

—251
R—RFA4 Y 125 Bila a ﬁx‘zg)/ﬂ_
4 & =
e | CREDE 1 gugig ZleE0
BEEE) iy (FigfE
x BHEEE)

<n§1§6) 7.7240.843 | 7.05+0.790 | -0.68+0.702 | (-0.73,-0.62)
BRES | 95340761 | 6.87+0.717 ~0.66£0. 711 (-0.75,-0.57)
(n=249)

L
ﬁf‘ﬁfﬁx'—?—— 7.82+0. 866 7.14+0. 810 -0.68=+0. 699 (-0.75,-0.62)
(n=477)
SU 8.02+0. 842 7.37%0. 823 -0.65=x0. 704 (-0.78,-0.52)

(n=122)

DPP-4

FEEF 7.80=x0. 909 7.20=+0. 826 -0.60=+0. 566 (-0.74, -0. 45)

(n=62)

(?::_661[) 7.59=+0. 729 6.78=x0. 637 -0.81+0. 671 (-0.98, -0.63)

(r']w:EGTg) 7.63x0. 845 6.99+0.27 -0.63+0. 688 (-0.80,-0.47)

(nT:ZGD4) 7.94+0.915 7.08=%0.6 -0.86+0. 758 (-1.05,-0.67)

(nG:L4Ig) 7.49=%0. 725 6. 73=x.51 -0. 76£0. 653 (-0.95,-0.57)

GLP-1

EBNZE 8.11x0.917 7.62%=1.009 -0.49=0. 800 (-0.72,-0. 26)

(n=50)

(SM#ELRF1—FEEDOT—2 £ <)
FAS : full analysis set (RARDEHZREM)
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(%) IS HHEIRS —— FRA5 (n=249)
e —o— iFA5 (n=477)

-o-2%4(n=726)
R=Z51Y
04 FSEHRERE (%)
§RRIYS5 7.53+0.76)
GRS 7.82+0.866
24 7.72+0.843
-0.2
7
=
9
8
-04
064
FZELE (95%C))
-08 ;
T T T T T T T T T T T (FMAEL R+ —FoEE
0 4 8 12 16 20 24 32 40 48 52 (8) DF—57%ER)
sies 49 24 243 249 249 248 249
A =
24 726
HAEHR)
(%) —e—SU(n=122)
06 - @ - DPP-4BRZFE(n=62)
o a-Gl(n=61)
o MET (n=69)
—o=TZD(n=64)
== GLI(n=49)
- GLP-1{£#13&(n=50)
N=2SAY
75 fﬁliﬁﬂliﬁﬁéi%)
1£-05
g
FIZALE (95%C!)
151 FAS
T T T T T T T T T T T (B A 2 —foES
0 4 8 12 32 40 48 52 () OF—FEH)
su 22 22 : 122 122 22 2]
DPPAEZH 62 62 6 62 62 &
agl 8l g 81 8l 8
MET it 68 68 88 ]
TZD 84 64 4 B4 64 64
6L 49 49 49 49 49 48
GLP-1#BE 50 50

% 5 % @™ 5 50 ] 50 50
HbAICDR—R S5 4 UENS DFEHEILEDHTE (LOCF)

HbATc 7% KimEIZEE L - HEBREDEE

N—R 54 VEDHAICNT% L ETH o =HERE (RHFIEMIR 518965,
SUGFFREE109451. DPP-ARREHIGH FABEO1HI,. o -GIGFRAEEATHI. METHHREE53
B, TZDHHFABE55MI. GLIGHAAX36M5I. GLP-1/EBIZEGFARF4SHI) (CH WL T,
B 5248 IEEERETH D 1%REICELE L -HBREORIS . B
W% 53 T45. 0%, SUGHFEB%22. 9%. DPP-4RREHIGFFA#E23. 5%, a-GIH A
£$48.9%. METHFFI#30. 2% . TZDHFAEE30. 9%, GLIGHRAZE44. 4%, GLP-11F
BEGAE20.0%TH =, HIARSHTHIHRAROBEICLYELSADL
N RLEEFERAEN =D a-GIHAE. RLEN > =DIFCLP-1EENE
BrRABTH o=, HHAICDR—R 5 1 VEMEWKERE X EBRBZFEIZEH
EYHEENEIMERLADNT-,

HOAIcDR—Z 54 UEAT%L LT, IR5RMBIZERICERBFTETH D
T%RiEICEHE L -HEBREDESX, AHEMIZT5HTH3. 4%, SUGFRAEE
24.8%. DPP-ARHE |6t FF¥35. 3%. o—-GIGFAE#53. 2%. METHEAEEE3T. 7%.
TZDGFFA#%34. 5%, GLIGFFAE¥08. 3%, GLP-1/EENEHAE#20.0% TH o 1=,
HAREETEHRAEOERICLYELSALN, RLIERLELN =D
(FCLIGHARE. RELEN > -DACLP-1EBREHAEE TH o=, HAlcDN—
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AT VEMNMEVWEEREIZEAEEZEEICEET HEELNSMERLHA# 5
hit=,

BHEREEREEDR—RASA VEILDEHEILE
PEETHEEEEEE (eGFR 45 mL/min/1. 73 m?LAE60 mL/min/1.73 m?%k
) ITBWLT, XFB mg (10 mg~DBELXEL) O2EMEOREIZLS
HoATcD R EFEHFHEILEIF-0.52% TH > 1=,

BHMEEEEEREICEH T HHbAIc (NGSPE) DR—R 54 UEILDOEILLE
(B s, gtRAKS) (528 : LOGF)

e ERESE FRAREE
—Twn | BE | . | ¥8 | BE | . | ¥8 | BE
PB g | " w w2 | P w | gz
eGFROR—R S5 A {E (mL/min/1.73 m?)
45
605 156 -0.52 | 0.702 61 -0.43 | 0.852 95 -0.57 | 0.584
60LL E
005k 522 -0.70 | 0.681 175 -0.73 | 0.633 347 -0.69 | 0.704
90LLE 48 -0.90 | 0.837 13 -0.86 | 0.775 35 -0.91 | 0.870

ERAEEEERE(CH T HHbAIc (NGSPIE) DAR—RSA VEMLDELE
(BrRZEHIA) (52;8 : LOCF)

SuU DPP-4FEEHI o -Gl
T wm | EE | . | w5 | BE | . | 8 | BE
PR e e | ™ | w2 | PP g | 2
eGFRDR—X S5 4 {E (mL/min/1.73 m?)
5 E ] ] ]
605 % 25 0.50 | 0.564 13 0.68 | 0.475 16 0.72 | 0.664
60LLE ) ) )
005k 88 0.68 | 0.673 47 0.57 | 0.597 39 0.83 | 0.717
90LLE 9 -0.80 | 1.227 2 -0.60 | 0.566 6 -0.90 | 0.374
MET TZD GLI
Twn | BE | . | wm | BE | . | w8 | BE
P e gz | ™ g | g2 | P & | Bz
eGFROR—R S5 A i (mL/min/1.73 m?)
155 ) )
605k 7% 3 0.10 | 0.100 12 0.59 | 0.727 10 0.55 | 0.327
6051 E ] ] ]
005k 57 0.61 | 0.635 49 0.95 | 0.768 36 0.79 | 0.705
90LLE 9 -1.06 | 0.889 3 -0.37 | 0.153 3 -1.03 | 0.839
GLP- BN
MECEE
A% | gz

eGFRROAR—RF A B (ml/min/1. 73 nf)

4551k _
b0 16 | -0.58 | 0.647
6021 £ )

o0sm | 31 |0.35(0.797

0Ll E 3 -1.43 | 1.150

FAS : full analysis set (RXDMEITIHREM)
(BmELRF1—FEEOT—2 #K<)

FHE : HHAICDR—X S A VENLDFEHELE

10




EHEBOBEEORN—RXSA4 VENMDEHEILE
AF|QEMBER VO MBERTELEDHRZEICKY ., ZERMEEC
—ELEETHHARO LN, BREFR2EZOEEBMBENR—IXS A
VENSDFEHELEF, AFIEMIKERHT-14.3 mg/dL. fFRKREHT
-17.4 mg/dL, BEMRELHAREZEHE-2WEREHT-16.3 mg/dLT
Hol=,

BFRKREHICAE LT, BERKR2EZOEEHMAEEIL. SUBHRAEE-18.4
mg/dL. DPP-4REEHKIGEFAEE-17. 6 mg/dL. o-GIHHFAEE-16.6 mg/dL. METHEH
-17.8 mg/dL. TZDGFAEE-17.5 mg/dL. GLIGFAEE-20.9 mg/dL. GLP-14E
EEGEARE-11.5 mg/dL T, GLP-1ESEFHRB CTEHEILEN NS H o1
CEERVT., HHAROEBHICEHLLT—ELTETARO ST,
TEEBEMBEEDR—RS A VENSDEHEILEF., BERESHRUVHA
BE#HLILICRYDTMFERTHIRE5MBIARICIETNRD SN, LIE
[X52BFBETHENFHR L TV =, HRARSEHICE ITAHAEN D TR
MBEDR—XS5A4 VENSDOFHEILEDHRIZEVTEH., FRHKROER

nHBNT=
-0
(mg/dL) Hiss (HERS —o— BMRIZ5(n=245)

59 —o— AR5 (n=469)
-o-2{&(n=714)

04 R=25/1Y
TOELIRERE (me/dL)
§EHES5  140.1+24.80
18IS 147.3£28.96
24% 144.8+27.80

H RS
o

—204
FA9ZE{LE (95%C)
—o54 FAS
T T T T T T T y T T T (RIMLRF2—Bo5#%
0 4 8 12 16 20 24 32 40 48 52(8) OF—5%EH)

—e— SU(n=120)
- @ - DPP-4BE%®¥E (n=59)
e 2-GI(N=61)
& MET(n=66)
—o= TZD(n=64)
- 0= GLI(n=49)
w0 GLP- 1{EEIEE (n=50)

BlceR

oL 2 49 49

E

T M ED < —2 5 1 VEA S OERELEORS (LOCF)

A




g

EIERDHIREIL, £1K20. 1% (146/72841) . BEIhi%524. 9% (62/249431) .
SUBHAIEE16. 4% (20/122451) . DPP-ARREHIGAEE1T. 7% (11/624%]) . a-
GIfFFE%E$11.5% (7/61451) . METH+FAE$£28. 29 (20/71451) | TZDHrAEE£12. 5%
(8/64451) . GLIGFFEE$20. 4% (10/49451) . GLP-14EENZEHFE$16. 0% (8/50
) THY. a-GIFFRABETOPELL. TR UNIERZELIZERLCTH-
T=o
-, BEOEENDOIMERAOHRESR(L, EEH17. 1% (39/22841) R UIE
rEH21.4% (107/50045) THo1=,
RUEFEREATH - -BIVERAIL. S8R (3. 4% (25/72841) ) RUOE (2.2%
(16/728%51) ) TH 1=,
FELEERIZEAETH (0.7%) IZBH SN, BEIiEE 26 R UHRE
B3I TH oz, TORRIE., BMBEH TIHAERUVERREN S 14, SUH
FAECRKEENH]. METHRBE CRERERMNHBI. TID6:AH CHEAMRER
EHFENIIFITH-T=,
{EMFEAE (S EMR 5842 4% (6/24945]) . SUBFFIEE6. 6% (8/12245]) . DPP-
ARREHIGFFEEES. 2% (2/62451) . -Gl FAEE0% (0/6145]) . METHEFEEE2. 8%
(2/71451) . TZDGEAAE%1. 6% (1/64451) . GLIGFRAE6. 1% (3/4945) . GLP-
EBNEGHFEE6. 0% (3/5045]) THY . BIMZ SR (TN TSUBHAEE. GLI
HRABRUVCLP- 1B EHARTEN o 1=, EMEEE 2B L 1=256(F L3
NEBEXIIZOMOEOEETHY . EEQEMBIEIZRD ShigEh-o
o EELAETERELHMIN-BEMEEZLZ ., EOEEICKYRSH
WHIZE--HEBREL A, - T,

SIBIE (%)
EX DPP-4 GLP-1
BE Su BEH | -6l MET 72D GLI | #EEEE
24040 | 12250 | 62451 | 61451 | 7145 | e44m | 4945 | 5045
SHE 197 89 47 39 56 45 34 37
£ (79.1) | (73.0) | (75.8) | (63.9) | (78.9) | (70.3) | (69.4) | (74.0)
6 I 5 i 6 8 2 0 2 1 3 3
(2.4 6.6) | (3.2) 2.8) | 1.6) | 6.1) | 6.0
§i$% 198 91 47 39 56 45 34 37
e (79.5) | (74.6) | (75.8) | (63.9) | (78.9) | (70.3) | (69.4) | (74.0)
=I1EF 62 20 11 7 20 8 10 8
(24.9) | (16.4) | A7.7) | (11.5) | (28.2) | (12.5) | (20.4) | (16.0)
SET-IZ
Z=51- 0 0 0 0 0 0 0 0
HEER
EN 14 5 3 2 2 1 1 1
EEE% (5.6) @n | @8 | @3 | @8 | 1.6 | @0 | 20
EEN 2 1 1 1
2145 08 | 0y | ° O 1w |ae | ° 0
5 Hik
IZEo1- 4 3 1
EEY (1.6) (2.5) 0 0 (.4 0 0 0
HEER
figf{' 15 8 3 1 11 2 2 3
Pua (6.0) 6.6) | 4.8 | a.6) |55 | 3.1 | @1 | 6.0)
&5 bt
IZEo1- 0 0 0 0 0 0 0 0
[ I $55iE
MBI RER

MedDRA/J ver.15.0
(SMELR X1 —BEEDT—2%25D)
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- RREFROFIREE . ARBREAREBLEMICELY MEELZL] RV TEEHY 1 D25E
HTEHHMEich, BEEHY) LHEEINFGEIC. ARERAEETELRVERE LTES
L7=o

-BETHVEAEERRVELEEL. PRESHIORKRIES4IEER. XILEBHAZTRFET
IZRB LD EEHICEDT.

-BELAEERIE. VEKRSEMASERIZRE0B%. RITEHFAEFETIZRRL-20%E
KEHIZEDT=,

-EEGAESERELTHESN-BOBEDAH. FEER. BIEA. EELEEER. B
HEMER. REDPLICE>-HEEROEHNICEOT-,

o 8. (1) EXGEMEREOHER] OESER,

KIEMBEEL., RNEEREEROAA TV ADERICHSTTROESYSEL,

EEDEMmAELE

EEOEHBEZOTEEED=HIZHELI S DEMAVELGEFEREEER. NDEZH
EXIEHIATEIZ L ZMEEHNSS mg/dLERFBE T, FIILI—RARXIET NN ATUHBEIZLY
2RICEET B5E

B O M #EAE

EEOEMBEICETZES LAEVD EREREER GEH5DBEMOLEEZRHAELY)
M DOBECAIEXRIEPRATEICKZMPENG6S mg/dLEkiFE. RIFEEFRENDMEEHNG6S
mg/dLRBDHE

Z O th O 1K ifn HE A

WERE ISR LKD) D EMBEAFEHONHH. MBEREETHEZ SNBSS
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BAANEBREEEENRE LI-EHIE5HE (D169500000134EkPartB) 29 -

B B | AR VBETOHEIY FO— AR+ BEERABERFEELWNR
2. RHFB mgR V10 mgzRHBRE LE-EZDREURUVEBREERETLT-,

RERTYA > | SRRAAR. REAL. FER. TARERER

xt R AVRA) VREBRETCTOHEI Y FO— AT+ ERANBBERRESE
(B, AHI5 mgBE7641. 10 mg™ #£754)

E IR B | (1) EHISEULEDEBUTOERANBEERFES
(2) RO Y—=2 5 E[ZEEDOHbACEMNT. 5LLE10. 5% L THESE
(3) CRTF KFA0.7 ng/mLEFHDEE

Brosh EO#E| () BRAAEN N ALURNICESMAEE X SEMPEEIC L SARENSH S . H#ER
BT T R—VRERELI-EE

(2) 61 AURISDMEER. BHESR. XIEBEHERES/FHERESLGE
DEXRGHEEEOBREIAH--EE

H OB OAH | BELEARHFS mgBL10 mgBEIC]  1QEAETEEAENITL, EERTTE
NENIRIE, 52E/REO/’S LT,

EmMPED) R ZHR/IEICIMNZ 5012, AREOVERERKIZEEDS >V
AYUDIBRAEFERR20%FETHET S EFHRELT-,

Z7%>=4 5mg1H1E
an

HARs
743 —% 10mg1B1E |

1RV |
AoN==9 DAy
HAR 77 MHAR

@ SRR BERHAR

| L Ll 1 1 1 | 1 1 | 1 1 | J

I LI 1 I 1 1 1 1 I 1 1 I 1

@ 310124 8 12 16 20 24 32 40 48 52 56

Visit 1 234(5) 6 7 8 9 10 1" 12 13 14 15 16
@2 @wr

FTEFMER | AEER (B, BRET TV F—VRRE) | BERR. N1 5214
Ao E

BIRFFMIER | - HAICDR—R 51 UEA LR E24BRUV2BFETHOERILE
A VRAYVIBREEDR—R 54 VEAN L ERE24LERUS2BETOEIL

d

74




b 2| _[HxhtE)

HbAlc (NGSP{E) DR—RX S A V{EMILDFEHELLE

B 524 BB LD TARFISNgEE T-0. 52% (95%CI : -0. 66, -0. 38) . 10 mgHt
T-0.66% (95%CI : -0.80,-0.53) TH Y. % 552:88; TIX5 mgi¥T-0.33%
(959%CI : 0. 50, 0. 15) . 10 mgEET-0.36% (95%CI : -0.53,-0.18) TH >

Tz
74>—#5mg+INS
(n=76)
~o— 74 >—710mg+INS
(n=75)
TR (95%C1)
FAS
INS: 1 >R
e
0.8 | T AR 2 (%)
B e s s S S E | T T — 71> —#H5mg+INS  8.44+0.719
0 4 8 12 16 20 24 32 40 48 52 (@) 72#>—#H10mg+INS 8.39+0.711
712Y—#5mg+INS 74 74 74 70 73 73 72 70 70 69 68
72¥=#10mg+INS 74 74 73 73 73 71 72 69 69 68 68
HbAlcDR—R S5 A U{EMN S DFEIYELE (LOCF)
FERRMBSHE (52:88) OHR
HbAlc (NGSP fi) (%)
o R—Z 51 UENE
BER (nE)) R—zSqvEnm | A BRSO
(sD) EAE
(SE)
AE|5 mg (n=76) 8.44 (0.72) -0.33 (0.09)
A%l 10 mg (n=75) 8.39 (0.71) -0.36 (0.09)

SD : R#{Rm=. SE: RERE
ED R=RSAM 201, F2) ABFATHELE

ARV VDEHHBESEDR =54 VBN LD FHYELE

#5224 BEFICEHEOTAHEIS mgBET-15.30% (95%CI : -18.55,-11.92) | 10
mgEET-15.14% (959%CI : -18.43,-11.73) . & 552:BBF(CHLNTS mgBET
-12.27% (95%CI : -15.92,-8.46) . 10 mgB¥T-13.13% (95%CI : -16. 77,
9.3 THo= A VR VOFEHIBREEFFEESHLITEDILTE Y.
B RIFRE24BFICIFHI15%THY . IH552EBFFCF12%EBTH o 1=,

(Z£t])

BEEARIEERILS mgfET30.3% (23/764) . 10 mgE$T29.3% (22/7545))
THho=. EELEIERILS mgEET3.9% (3/76451) . 10 mgRET29.3% (22/75
f5l) TH-T=,

BmMFEEOHERBL-EBDOESEX5 mgET98.7% (75/7645) . 10 mgEET
100% (75/75451) THY . EEQEMPEFEILS mgEET2.6% (2/7645) . 10
mgEET6. 7% (5/7561) EBHoNt=, HREST b7 F—2 R OHRBEA
15 mgB¥T2.6% (2/76451) 10 mgEET1.3% (1/756]) TH-1-=,

) BT HERESTHERBY F 7V F—VABREHESN-EEER

V. 4 RAZRUVASCEETSEE] . V. 8. (1) EXHEMEALOHER] OESE,
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F) AFOERBSNE-RERVAE . (1BBREF) 4RI VHELOHFRISENT, BE. BAIZE
EN7YonorE LTS mgElBIERAKRET 5, B6. BIRF+2LBEICE. BBETIIEH
BLANSI0 gl BIEICEET S5 EMNTED,

XAEMAEE (L. KEMERFFS (ADA) DHEEEIR (ADA 2005) IZHE->TTFRENEBYNELT=,

EEDEMmELE EZFNBKIEMOITLAToDRE. HDHVEZDOMDHEHEEBEBHICTS
ENHD

HEEEREEDE | ARHTERNEDO o, MBEEHNTO ng/dLATTHS

IE IR MK MR HEWTEKERO ohGNA, MAEBEATO mg/dLLLTFTH S

HEAERMEEME | ERARDSNA, MBEEARE SR TGN

At BOE I 45 BEMNMEROVWT AN ZHET 5. MBEENTO mg/dLEYBIETHS
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(5) BFE - REAHER
DOEHREREZTEE<SE> WEAT—2. MB1020295K8k) *© -3

B 9]

PEEEREBETZAITAOMEI Y FO— LT+ R2UBRFEE S
HRIZ, AR OMMBEICHT 2AMME. BHREICHT 2REHE. ENFERY
ENFERE LT,

HBTYa Y

SR AR, BRI, TS5 EARHE, WITHMLR. —EERAR

xt ES

hEEZMEEESE (eGFR 30~59 mL/min/1.73 m?) Z&# L TLV328 %R
% R & 252451

A OB A&

BERTT. HEBREZ TSR, AHFI5 mgd, 10 mgB® (CEREBBIFITL.
1B1EIFIC24ERZEORS Lz (GEHIRSH : 2480) . Solt@iiiks5H
CEIYSToh-RERUVAEZMRE L (REBGIRSH - 28+52:8R/H) .

L R

(B3]

5 EA1A24587% (LOCF) MHbAICDAR—R S A HEH S DL FHEHZE(L
813, TS5 £ ARE0. 329% & LBt L AHI5 meBE-0. 41% . AHI10 mgBE-0. 44%
THY. BEEZEF AL o1,

eGFRAIDEMTIZH VT, eGFR 45~59 mL/min/1.73 m*Tlx TS HREE
-0. 119%I=xt LT, A&FI5 mgE-0.47%. KFI10 mgEE-0.44% TdhH > 1=H'.
eGFR 30~44 mL/min/1.73 m*TIX 7S5 RE-0.52%. KHKI5 mgEE-0.47%.
A#FI10 mg#¥-0.45% ThH o 1=,

I35 RAB_ETREERHR (4BF) ORR

HbAlc (NGSP{E) (24:@ : LOCF) (%)
R—R5 A UE BERIHNLDELEX ToeREDE
(FHEZERE) (FHEHIEHERE) (FofE +12HERE)
2K
7S5tR (n=82) 8.53%1.29 -0.32+0.17 —
AFI5 mg (n=83) 8.30+1.04 -0.41x0.17 -0.08=+0.14
AF10 mg (n=82) 8.22+0.97 -0.44+0.17 -0.11x0.15
eGFR 30~44 mL/min/1.73 m?
7S5+tR (n=33) 8.23%1.20 -0.52+0.28 —
AHI5 mg (n=41) 8.49+1.16 -0.47%0.27 0.05=+0. 21
AHFI0 mg (n=45) 8.12+1.00 -0.45=+0.25 0.07=+0. 21
eGFR 45~59 mL/min/1.73 m?
TS5+ R (n=40) 8.78+1.32 -0.11%0.23 —
AHI5 mg (n=35) 8.13+0.93 -0.47+0.25 -0.37+0.23
AHFI0 mg (n=32) 8.25+0.89 -0.44+0.25 -0.33+0.24

FAS : full analysis set (RAKDEHREMR)
¥ R=RS5A UENLDRABREHTHELLE

Ft. eGFRAME~59 ml/min/1.73 MO EEBRERTEEICS 1T 55
B8R24:B & DAFIS mgKk U0 meBDRBFATHELEN TS EREDE
(FIYIEHITRBE) (3, ZREFMBETENEI-24. 82124 mg/dLR TS
~24.4£12.7 mg/dLCH o1 ,
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(Z£it])

104BF DR EHEDDRMERORBRERFILUTOESY TH 1=,
EEQEMBELEE. 75 ARG RFN0 mgBEdfl. EEGATEREL
THIE SN BMABEAE IS T 5 AR, RFI0 mgB 1B TREL,

FEBIE (%)

AR AE

(84451) 5 mg (8341) 10 mg (854)
EHEER 17 91.7) 80 (96.4) 77 (90.6)
{E i #ESE 43 (51.2) 38 (45.8) 33 (38.8)
FEERXFEMMEE 7 91.7) 80 (96.4) 78 (91.8)
2R 39 (46.4) 39 (47.0) 41 (48.2)
REICES-HEERR 5 (6.0) 2 (2.4 3 (3.5
EELGHEER 26 (31.0) 21 (25.3) 26 (30.6)
EELGEMER 3 (3.6) 6 (7.2) 6 (7.1
BERLEICESHEELGAEER 6 (7.1 6 (7.2) 4 (47
BERILICES-BEER 22 (26.2) 16 (19.3) 11 (12.9)
HE5HIEIZE S - {EMFEE 1(1.2) 0 0

R A RER. MedDRA/J ver. 14.0, (FIWELRAX1—FERDOT—2EET)

- BETHVATEZRRVEMMEE : ERER~REREIBRETESSH

FEERAEER  WERSH~RERIRGIOBRERETESES

FERCAEERELTHESN-ENBEDCH. AEER. BIER. EELHEEER. EE
HBEMER. BEPILICE2FEEFROENICEDT,

V. 2. EXFHRICEESTSEFE]I . V. 4 AERUVAZEICEETSEFEI . VI 8. (1) E
RIGEMER & MBERK] DRSE,

F) AFDERSN-RERVAE . QEMERRF &%, RAICEF/7) 7000 LT mgzI BIEED

BE5T 2,48 IRT T EHECH ERBETAHELEASI0mgl B1RICEET 52 &ATES,

KEMBEL, MNEEREESOAM T VADERICH>TTROEBYHELT,

EEOEMmMPELRE EEOEHBREESOTEEZD-OHICHEN 5 DIEMAVELEFEEER. N DOECHE
EXIEFRBIFEIZK Z2MHEHSL mg/dLRFET, FILaA—RARFTIWLATUHFREIZKY
2FEICHET B5E

BE DK MEEE EEOEMBEICETZEY LEVD EREREER G315 DEMOLEEZRH L)
N OBERAEXRITHRATEIC L ZMEENES mg/dlkiE. XIFEEFRMEI DIMEEH6S
mg/dLRBDHE

ZOMOEMBERE | WERECHB LK, SEMBEEARON SN, MEANEBETHERINENGES
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QDMERKERVBMNEEZET HEE<SE> WEAT—4. D16900000185KER) & -
g gy | DIERFBERVELEZA L. BEEETOEIY FO—ILHBF+5 742
RERBFEEERRIC, RF10mg® ZEMBERBRELE-EEOEIERY
REMERE LT,

HERT YA | SERER. BEAlL. T5wARXE, S5, WTHELER., —E5%5RE
xt % | DIMERKBERUVESMEZAH L T 28R K EE92245]

B OB A5 | HREETISERBEASI0 ngHICEEAZTIT L, 1B1EEAIZ24EREE
A5 L= GEEAR 58 : 24:8/) . So2EHRSHIcEY S Toni-H
FZERURAEZME L (REIMEIRSH ;- 28+52:8/0) .

AR UEREEZTTVWAEREIL. RS5MBBOHABRXXIIME A >
A UBERFIC. A VR VIBFHREEF25%FE L1z, SEREBATH
HNBEE. HIM/NMRERVEEETEDRE ITME L=,

7 B | [Ha4)

B E5RE24:8% (LOCF) MHbAICDAR—R T4 UEM S DFHEEAHFH T
B, 75HRE (0.08%) &EEE L. AFI10 mgEE (-0.38%) THEIZIE
T L7 (p<0.0001) , AFI10 mgBEDHbAICDIE TR L. 10458 £ TiFks
L=,

(EEIED

104:BFE DX S P ORMERDHERIRREIL, TS5 EAREEELEE L, AFN0 mgiET
Ehot-, MU LETIETSEARBLLEE L., AFN0 meBETEMN 1=, (655
K . TS5 REE16.3%. AFI10 mgEE16. 9%, 65mLLLE - TS5 HAREE8. 7%.
AEI0 mgEE3l. 4%) EEQEMBEN TS EAREF., KFN0 mgE2FTHRIFL
f-o EELAEEER EFIE SN EMBEEAERFN0 meB3fl TR LT,

FEHIE (%)

TSR A%

(46241) 10 mg (460451)
EHEER 351 (76.0) 357 (71.6)
{E i #ESE 131 (28.4) 123 (26.7)
AEERXITEMAEE 376 (81.4) 367 (79.8)
2R 80 (17.3) 106 (23.0)
RTICES-AEER 4(0.9 7(1.5)
EERAEER 68 (14.7) 17 (16.7)
EEREIER 100.2) 7 (1.5
BEPLEICES-EELGAEEER 9 (1.9 15 (. 3.3)
BEFRLEICES-FEER 48 (10.4) 66 (14.3)
BE UL ICE o - R M AEAE 2 (0.4 1(0.2)

R A REE. MedDRA/J ver. 15,1, (FIELRAX1—FERDT—FEET)

- BEETHVATERRVEMMEE : IEREHR~REREIBRETESS

- BEVHEER  YERSR~REIRE0BRFT TR

FERGAEERELTHESNEMBECH. HAEER. BIER. EECHEEER. EE
BEIMER, BERILICEREEERDENICED T,

F) ABROERSN-FRERVAE . QEMERRF 8%, RAICEF/T) 7000 LT gzl BIEED
BE5T 2,48 MRT T EHECH ERBZETAHELEASI0mgl B1RICEET 5 &ATES,

MAEMABEAE L. FRINESE
g

A REBRDHA TV ADEEIZH>TTRENESYREELT,
EEOEMAEE DE

EOEHBEECTIESTOLOHIIHNEEL, L DBEMALELEREER. HADOECH
EXIFHRBIEICEK DMAEHSS mg/dLRFBE T, JILIA—AXBFETNLAToREICLY
REICEET SHE

BEOEMEE EEOBEMBEICEIZEY LEVA EEEER (D315 DEMOLEEZRHALY)
MOBRBERIEHRABEICK DMBEHGE mg/dLRiE. RIEEERMEMN DMPEH63
mg/dLERmDIGE

ZTOMOEMEEE | MEBREBICEE LERKS SEMEESAREDN S, MIENEETHERINEGEWNES
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QLMERKEFZETHIEE<SSE> (WEAT—4. D1690C000195KER) O - 4V

B 9]

DMEREEZAL, BHFEEEZTOEI Y FO—LBFR+2 2R ERREE
FERMRIC, KEN0 mg™® ZBMGFARE LI-L EOAVERVREMEER
ET.I- L/T:o

HBTYa Y

SRR, EiEAlt. TS5 ARMER, FiRl, WTHRE LR, —EERHR

xt R | DMERKEEZEH L TLH2RBERRFEEICHH

B OB A | BREZITSERBEEAFI g CEEABIMF T L. 1BT1EEIC24BME
AR5 Lz GEHEREH  248/0) , S oICEHRREHICEY S Ton=A
ERUVAEZME L (REABEIRSH - 28+52:8RH) .
AR UEBREEZHT TV A HBRER. BREFAKBOHBRTHME S
AYEERIC, A VR VIBFEBREEED%EE Lz, HARERBATA
SRBRERE. IVMRERVIEEE FTEQORE TH#E L1,

L 8| [Aatt)

%5 E1R24:8% (LOCF) MHOAICHR—R 54 UEM L DREFAHFEHEL
2(E, T5tARE (0.07%) EHBL. KHI10 mgdt (-0.33%) THEIZE
T L= (p<0.0001) .

AHFN0 mgBETIE, T ERBELKL., BERR24BHRDHAICDIE T
R, 1046BRFTHEH L=,

(&)

104ER DB EHEFTOEMERDREREE, TS5 HRBLEE L., AF[10 mg
BTEbh 27z, WThOEHNERTE, TS5 EREBEEEB L. KE10 mg
BTEL o (B5FRE : TS5 /REE13.6%. AFI10 mgB¥21. 7%. 65i% LA
Lt TSEAREE12.9%, 65mLlE24.5%)
EELEEER LY SN-BEmMBEEN TS ARE2H]. AF10 mgEE24|T
FELI,

FEBIZ (%)

I7S5tR A

(48341) 10 mg (482451)
2HEEZR 350 (72.5) 31 (77.0)
K M #EAE 142 (29.4) 148 (30.7)
HEERZRXITEMIEGE 374 (71.4) 400 (83.0)
BI{ERA 64 (13.3) 111 (23.0)
REIZES-AEER 6 (1.2 7(1.5)
EELAESER 111 (23.0) 101 (21.0)
EELEER 3 (0.6) 2 (0.4)
BERIEICE--EELGRAEER 23 (4.8) 6 (1.2
BEDIEICE--HEER 50 (10.4) 49 (10.2)
B E5IEICE > - EMEEE 0 0

REMMFTAREE. MedDRA/J ver 15,1, (SIMELRAF1—FEEDT—FEEL)

- BEETHVATERRVEMMEE : HERER~REREIBRETESS

FEERAEER  WERSH~SRIREIBHRETESS

FERGAEERELTHESNEMBEDCH. BEER. BIER. EELHEEER. EE
BEMEA. BREPLICEHEEROENIZTED T,

F) ABRDERSN-FRERVAE . QEMERRF &%, RAICEF/7) 7000 LT gzl BIEED
BET 5. 58 MRF A LGESICFH EBRETCHERELAASI0 gl BIEIEET 52 &N TES,
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(6) afEEER
1) ERAKERE (—REMAKERE. BEEMARERE. FRAKBLERE) . 8E
RFERT —IN—RAE. BERTERERABROAE
BARN2EBERIREZ LR E Liz4 VX UHFAMER (D1692C00013588%) 2 - 0

=] | AR VABETHEIY FO—LAR+SE2BBERFEEEFRIC. K
Rl EmMHFRA L L EDFANURVREMERET LT,
HEBRTHA 2 | BHEFHR. BELL. —EER. BTHM. 75 R RHAR
xt R | AR UEA FHE, bR, BEEE, EDERRVEERDEDO T AL
2FIFE T, 0. 2861 /kg/B LALLM D16E /B LA E]) B X IEDPP- 4BH$§IH#FH
TH#ED Y FO— LR+ 2R ERmBEE OPP-A[EEH O ARTE
(EEiix 5 HAM] KHIB12261, T 5t RE#6045)
(REIMRHAR] REMGER1186]. TS5 EAR-AFITEZEL1H
B R E £ (1) FHR20ZULEDOBHERITLETHAICHT. 2-11. 0% D2EMERFEE
(2) ABREAANFBEBLULDA VR VEREEZTTWSESR (FI
5 850. 2845 /kg/B A LA D158 i /body/H LI L) DPP-AREEHID
RIFFREE LT
(3) eGFRAY5 mL/min/1.73 m A EDEE
ROy B E| () DIMESAANY N (REEERE. FRERDME. ARZEHS RMEDEH

BE, [EMZER, —BERMEMFEE (TIA) ) NEAAND2H AL
MIZFEE LT=fEH]
(2) HAANDS6H7 AURICFT VY S UEERS SN I-FEH

A B A A

[5FHR 54 (16:AR) )

ERTCEELZAREDS mgB e TS5 ARBIZ2NZEMEAICENIT. ThETh
1TH1EZAEZE L=,

[(Efffis 58 (36:878) ]

16-20:BFETIZT S AREEAREFDL mgix 5tV EZ. IFERT TI6AMA
EEBGE L=, 20BLIEIZEEa Y FO—I)LAR+%5 (HbAle>T.5%) il
10 mgl2E= L 1=,

BHE®
TSR
INS+=DPP-4fH = &
eyl

77777 o
lﬂl!l'l‘ Facla Iwinn nﬁnmm | SN GF— TS |
T T T T T T I T T I 1
!12 ,1 4 s 12 16 17 20 24 28 32 36 40 44 48 52 55

=B 1 5 15

0 B LA DRRE TR LS RRATOR BRSO ABEINL. (22U ARAMLLL LR EDPPABE R
1 A ot € 11 _z o uten T bR E R BEL TR T 5 toll= & 2 8 B R A= 8 A& -

@ HANh ® e

[(EHRUVBBERSHICE T4 R ) DO RAERAEEE])

HEDELE

1) SMBG<70 mg/dLTHARDAEFOFEHICKETLX[ESE T/ G LMEMBELE
KERLIZGE., HAIVWEEAEIEMBEE & HIET LI5S

2) SMBG<80 mg/dLA2mEEHHE L THRAEL., HEBREEEMICK YIEMFEED )
RO E WKL HIT S NTZIEE

BEDE#E
1) SMBGTFPG>240 mg/dLAN2[Ef (T THRELIZHGE
2) EFEMETIPG>240 mg/dLAMEIFE LI5S
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FEFMER | #516BKRICE T HHAIcDR—X S VEILDEILLE
BIREIMIER | - REIGERICETHZEBEFMMEE. 1 VX VIBEHEDR—X5M4 >
ENSDEILE
- BREIGEARIZE TS5 VR VIHBEHENR—X S5/ VENS10%L L
B LEBEDES
F
L 8| [(E=HEEER]

BE516ERICEH T HHbAIc (NGSPIE) DAR—RX 54 U {EANALDELLE
HbATCIEIARFIBE TIER—RX 514 > (8.26%) A o8 (7.54%) F THGME
BETHARBHLN, 16BETIEI—EDETHR LIz, HE5HMP. TS5 RHE#
[CHLMNGELEEFHONGEMN DT,

16ERFICE T EARFFEDR—X 514 Uh 5 DHbATCTFEHZE L E(F-0.55% T,
TSR LEDEIL-0.60% (95%CI : -0.81,-0.39 ; p<0.0001) TH>7=,

F5HH+INS (n=60) A—RSA PIH AT 4L & (95%C1)
== 4351 700U5mgHINS (n=122)  FHELRLRE%) AREOELEOE
) F5tA+INS 8520937 -0.60%(95%CI: -0.81~-0.39
(%) HA91)70005mg+INS 8260792 p</0.0001 by MMRM
e[lEﬂ o4 FAS
jg M 02 T
] 4 T
5 o- _—
= ¢ = =
o B 02 1 |
o
@mﬂd
s
T wa -08 . T T T T
0 4 8 12 16 &
b
I5&H+INS 5 59 58 57 55
% 1341703 5mg+INS 122 122 120 120 18

HbATcDAR—R 51 U{EA 5 DFHELE (LOCF)

(B XREHEEE )
B516EZICE T TEFOBEOR—XSA VENSDELLE
REBFEOR—XSA4A oML DEHEIL=IE-21.7 mg/dL (95%CI : -28. 3,
-15.1) T, 75 tAREE1.0 mg/dL (95%CI : -8.4,10.3) THY . KK
ETSHERELEDEF., -22.7% (95%CI : -33.2,-12.2; p<0.0001) TdhH-
T=o

BE16EZICEITEIA VR NHEYEDR—RSA VEISDEILLE
AEBEHDIHOFEHA DR Y VEDR—RASA N LDEREL-0. T4EHL/
H(95%C1:-1.21,0.27). 7S5 & RETIF-0. 02841/ H (95%CI :-0. 68, 0. 64)
THY . AFBTTSEREBELERLTA VR VEORIEREE DR
Lht=D. HEWICHEE TN CAEMME : -0. 12840 (95%C] :
-1.51,0.07 ; p=0.0743) ) ,

BE16ERIZETE2A VA VIBEHEAR—XS A4 VEHI510%LLEE
YLEEEDEE

R—ZSAUDNBA VA VEMNI0WBULEFL LE-EEDE S AFIET
TowRELYBEMIZEMN o1 (8.2%vsd. 9%)
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(ZDthFF@EIER]

52:BMEIZE 1T BHAICDR—RS A VEIDELLE

HbATclE AFI AR T, SBEE E TICH DN - ENLIE T AR SR b
Bant, 75R-AFYNEZHTE20EE AN SHACDETAA LN
=0 B2BIZEBIFEZR—X54 Uh 5 DHbAIcEYEL EXRFIREGERET
-0.74% (95%C1:-0.88,-0.60) . FStR-KFINEZ B T-0.83% (95%
Cl:-1.04,-0.62) TH-ot=»

-l 457050 510mg+INSE
(%) TSRS IO 510mg+INSEE

0.4+ X L (95%C1)
: H A 2744 Ryl 14!&%
0.2 ! % 51 Omg#INSE
F i) 2002 510mg+INS B 85 09
0.0 !
| -0.24
O .04+
0.8
-0.84
-1.04
A2l '
0 4 3 12 15 20 24 28 32 35 40 44 43 52 (A)
HaeiHI0i S0mgHNSEE Wéi 122 120 IZ:I s 113 18 18 115 1 2 m
T AERRY AT T00L SM0mgHNSE: 50 5@ 58 55 - 54 5 50

HbA1 cd)’\—x 54 ViEMD 0):Fi$1 ﬁﬂ.’.i (LOCF)

S2ERFISHE T AEEIFMBEDNR—RS 4 VENALDEILLE

N—=R 54 b DEEFMBED FHELEITAFIMEGER T-22.3 mg/dL
(95%C1:-29.9,-14.7) | TS5 wR-FFGNE X8 T-24.7 mg/dL (95%Cl:

-33.9,-15.6) THo71=,

b2ARFICHEITHAA VR VDIBEHNEDR—RSA VENMLDELE

R=RZA4 MDA VR) VDIEBFEHEDEILEXAFI#MEGEEET-1.52

Bfi/B (95%C1:-2.19,-0.84) . 7S5 tR-KEEFZ B T-2. 14841/8
(959%C1:-3.74,-0.54) T#Ho1=,

RHMGHIE (20-528) [CHIT5AXFRE5E
FEHAMEGTHARS (20-52:8) IZAHFIS mgh 510 mglciE@ESh-BEDEEIL.
AF| M EETH8.5%., TS R-RFIBEZ B T64.9%THo 1=,

G4 KD

16 ARICEITE2EHEETERORBERIIAFIE T48.8% (60/123%1) . 75
TREET36.7% (22/6741) TH-o1z. EELEMERITHRESINEM o1,
EmMFEEDOFKR L -EEDENSTARFIFETI.5% (24/123%)) . TS5 wRE
T23.3% (14/6061) . THot=M. WThOHEICEWTEHLEEDEMBERE
ORI CE S BEMBEEIIRE SN GEHh o1,

5B AICE T2 EEERDORRR(IARFIMGEEE T82. 9% (102/12341) .
TSER-FENDNEZETI. 7% (43/605]) Th-ot-. EELRIERADRE
Xl otz, AFIMGHOTLESTERILX. 2IWEEX25.2% (31/1234]) .
$ERR12.2% (15/123451) . O/&7.3% (9/12345]) . #FHERHE6. 5% (8/12345) .
{E586. 5% (8/123f51) TH o 1=, EMIEFEDFKIE L = BE DB S (L ARF| M
F$7T35.0% (43/12341) . TS5 R-KFIE 2 FT41. 7% (25/60%1) TH -
=N, WThOBIZEWTEHEEDEMBEE CHAERDPIEIZE - =R MEEE L
mEShGEHh T,
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Eo

NMAEMAEAE (L. FRINESE
g

EESDAA T VADERICHOTTROEBY HELT=,
EEDEMmELE DE

HEZOTHEZED-OICHHISDEMADELREREER., hOECH
EXIFHRRAFIZE ZMEEASS mg/dLRFE T, FILa-ARGFSTILATUERBEIZLY
25RICEET B5E

bk

B E DK MmAEAE EEQEMBBEICIEZY LGV, EREER MM S OEMOBERZMDHEL)
AOBRRERITHRBEICK HMAEHES mg/dLRiE., XILEAEIRMEA D MAEA63
mg/dLREDIHE

ZOMOIEMBERE | WEREICHE LK, SEMBEEARONEA, MEEETEREINGEVNGE

<FFEERAEHRE>

EREENRE L-BEHEARERE

AFIRFER S » ARICEKFZNOTERAS N6 BULD 2 RBERFEEETR
2. FRAEETICET25HBOREMR VAU ZIEET 5 -0 EEARE
REZEML 1714 FIZIRE L1z, REMEBITARESIE 1708 51, AR
KIEGNT 1622 HITH > 1=o REMBITHRIEGIH. BERAIE 213 6] (12.5%) I
RHonf, THEMERIE. FR 1746 (1.0%) . BiK 14451 (0.8%) . [ZEZ S
FEIE 13451 (0.8%) . FENMEHFELNT14I (0.6%) . FZ 961 (0.5%) BB
X84 (0.5%) TH-o1=. EELEIERIT 186 (1.1%) 228 HRH NI,
FERANOBMEROFRIERREE, 75 mLlE 80 mKil A¥17.0% (55/324 1) . 80
MLl bl AV 15.6% (33/211 %) THY. 65 mLlE 70 mKiE1 ? 9.9% (66/668
f5) RO TT0mLLE 75 mRiml @ 11.7% (59/505 1) kY&, BEDpfE
M 0.05 ZTE>7= (p=0.0066) .

BMEICEY DERKRRENE (HbAlc, ZRERFMAE. PERFMAE, 4 VR 2. KE,
BMI.ME) OELTIF. MBERETHRE EHLITHRERDEADEENRDH NI,

REGEAICEY 55 EEARERE ©
RUOERARETICETA2REMRUVAMNMEERETT 520, KFZFILHTE
Bsnt- 2 BRERFREEERMRE L. RREEHMZ 3 £& L TRERARIENR
BEREL=.

REMBRITRRIESZ 7581 B, BRERRTRARIERL 7359 fl& L1=. RHIDK
EE#R (% 36 5 A LLEAY50. 6% (3838 f51) . F 1 BIR5E (L 5 mg A 90. 7% (6876
f5l) THot=o TEMMBEITIRES 7581 B, BIVEMIE 981 B (12.9%) I1ZFRH
. Lo LLHENTN oL DITHER 70 6 (0.9%) THY . RWLTIZEZ S
FEJE 51451 (0.7%) THo1=. EELBMEAEX 13541 (1.8%) [TRHLNT=,
ERREER & LEEERIE, HaRE - REBRJECEHET I EEZ o0NDE
YEF 215 {5 (2.89%) . EMAEICEEET HEEXONDHBEIMERA 2746 (0.4%) . %
FR-$8RICEET 5 EEZEZ ONDENMER 9461 (1.2%) . KRERDIZEET 5 &
EZoNDEMER OB (1.2%) . D - RMERKBICBEEST HEEX oM DHEIE
594l (0.8%) . AERVICEETHEEZONDEMER6H (0.1%) . KE
BECEEYTSEEZONDEMER 75 61 (1.0%) . BHERESICEET SLE
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ZoNBEIER S8 51 (0.8%) . AFEEEEICEEYT 5 £E X b 5EI1EA 54 I
0.7%) . 7 b AREBMICEEET 5 E&EZ DN DEIER 46 51 (0.6%) . EMHEE
BICEHESTHEEZONDEIER 25 6l (0.3%) . BRBICEET SLEEZLN
ZEIMERA G641 (0.1%) THo1=,

AEIDIZEIZL Y HbAlc, ZERERFMME, FERFIAE, {AZE. BMI, MIE(X 36 » AMIC
HE-YETERAZED b=,

2) RBEHE L TEBFEONBEREREL-HE - RBROBE
BRI L

(7) =it
BHLFLBEFENRE LI-FEMAAEERKRER (D1699C000015%5% : DAPA-HFELER & U
D169CC00001 : DELIVERERER) D HF&fEAT® - )
HREAOERON—MOIET R ERHT 51O, HLWITR—X S 1 ULVEF
NENRT) 20D DBENRICEET EHOENTET 51-HIZ. LVEFA40%LLTF
DDFEEFZERRE L1=D169900000154Ek & LVEFA40%BDOLDFLEEETR E
L 7=D169CCO0001:XER D B & fRAT (FEATXIZR : 11,0074) ZEMEL 1=,
AEMOmgRIF TS5 RZIRIEROBZELELLEZOEEREI YRR b (DM
ERX.DFEICKDAR. DFRICLDREZE) OXEEHADMEIX0. 2970TH Y .
HBEOREEHFRO SN EN >z, AEODMEFD/ N — FEI1X0.85 ( [95%
CI :0.75,0.96] . p=0.0115) T&HY. MABRIHERICHFS L. AREOEEHE 4
WZ EMRENT: (REEMDP=0.5860) .
FEHEEIURFRA D MIRT HRFNOBEDNRIILVEFICKIREEZITHNT &
NRENT, T DMERICKHT 5AFDEENED L Y EHEGHEMENF O,
DARLBEICETAXRFICLHDOEFRDF LN RSN,
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VI. EHREBICEI SHHEA

1.

FEEZMICEAEH S LEYRITILEMEE
FrUDL - F)La—XAHEEEAEK (sodium-glucose co—transporter : SGLT) 2BHEH]
FE  BEOHLILEYOEE - IRFE. RFDEFRNESEILHI L,

KEER
(1) A& - EREF

SGLT2IEBRMEICHEMICRBELTHE Y BMRAETI LI —REZBRINT 5%
BZES TELGEMERTH DY . /370 70D U(F, SELT205 & M DA ##7%E
BIRMEEXTH S (KIE:0.55 nM) @, #3570 D U F, BT FHT)La—
ADBRIREMHE L, RPTILI—APFRERET S LITEY . ZEERRUER
DMEIL FA—ILEHRET S,

PERAER AR SING) 709 4858
Jinn i Jiii b5
([OT0 0 5 P5H009G0 e s T e e
o o
AR % SGLT2 BRR ,  sgLT2

Lbbg\bgbbyb CUg VO

BRILUENGH>zJIND—2H
FReAHEt T3

RS — R HEt % (B

ARG 7D UDOEELDTLICHT HEERMERICIE. SGLT2EEEFIC &L 5 =EEHEF
FREARVIMITAZMERICMA T, DEHRELE~DO ZRUERNPEEL TLSHH
BN H DY , -, NLRPHRTEMA > 757 Y —LDFEHEIZHT Z4/851) 7R
SUDMEHERDS. DEANDERGERZL-O0ITHFO—HTHLAREEN TS
ni=

ARGy 7D U0EEERBIC T HEEBERICIE, SCLT2EEFICK Y. EARHE
EICENET ST RIDLENEML, REAERKEKIT — RNy IMNBEINL T
ETHEENENMETT DI EMBEEL TLSAEENAH B, £i=. LROEAMN
BEEFRICES. KRBEOHE. MEET. FIEFRVEEFNOEREDMITH
ROBEBEALHEAEDE ST, BERERBETHILHIEEL TV L EAHEMELH
%)53)0
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(2) EMEEMTITDREBRAME

1) SGLT2DFEEVER (in vitro )

@ E bOSCLT2R USGLTIIZx T B EEF M R UHGRIRHEY
E FDSGLT2RUSCLTIC T 5 4/85) 7P U OREFEERD TGERMEZH
L=,
ARG 1) 78T UFE FSCLT2ICH T HEBEMMN DAIHMAAETETHY . KiE
ADEH L=t FSCLTIIZX T 5 £ FSGLT2;:RIR (X1, 40045 L ET#H - 1=, SGLTI
X, BEREEDEN. BRICEEL T, JILa—XARNICEAET 5 T ELGTHEER

Thd",
E FDSALT2 R USSGLTTICH 3 2 BEEEMER URIR

HWEREE KifE (nmol/L) SGLT1IZx9 % [CsofE (nmol /L) SGLT1=xd %
E FSGLT2 & RSGLT1  SGLT2:EiRME E ~SGLT2 E RSGLT1  SGLT2:ER1tE
(KifE D LEER) (ICsfED L

)

ARGy 0.55+0.16 810200 1,473 1.12+0.065 1,391+£7 1,242
YTy - - - 35.6+4.2 330+50 9

FHEHARERE (KfE : n=3. [CsfE : n=10~18)
Kif : FAEEH
1CsofE : 50%[HE R E

[RER A5 ]

E FDSGLT2X (ESCLT1 #REFKIR L F-CHOMa 2 ALY, 4/ 2O VHEET
TSALTERM I LI —XT7FAITTHD["Cla-AFLYTILIESZ/ P F
([CIAMG) iz THEE L. AR [“CIAMGH B EN D KSCLTIZXH T 54 /84571)
202 0K ER U ICxiEZERD 1=,

2) Mg EROMERVRESILI—ZABMDREER (S k)
EESY FRUBERBETILSY FERAVT. A5y o0 onmdy)La—2R
ETERRUVERSP Y I —REM{EEERERET L=,

D EESY MBI 2HEEEREHR
ARG 7O RUI0 mg/keDEEREAOKSEICELY . miEFHS)La—XAUCH
BB ERICHRTHEICH D Lz, £z, 28510202 V1R U110 mg/kgik s

TEELARD T L a—REFHEDEMMNERD ST,
Ry s rmifd s )La—xAC,
B E#UBERD T Lo —HERUVRE

BEE m#Eh4sILa—2 1% 5142400 12 5% 24 RS
(mg/kg) AUC (mg - h/dL) RS ILa—ZHEE (mg) (mL)
0 G&iE) 69.11%£2.17 3+0.4 5+0.6
0.01 75.80+3.55 5+1 7+0.1
0.1 60.78+7.93 7071657 121
1 48.00+5. 25% 1,369+ 74" 16+0. 4
10 34.98+0. 75* 2, 4174205 27+0. 8™

EHEHIZEERE (n=3)

T p=0.05, *: p<0.05, %k :p<0.01, %k : p<0.001 (vs. BEATISEEMI<A—RTA UE>. ®it
D #H AStudent’ s tIETE)

#:p<0.05 (vs. BEHEH. Fisher's LSDiK)
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[ E]

IEEiftESprague-Dawley (SD) RS v MTFEXR(EFZ /T 1) 782> (0.01~10
mg/kg) ZHEEFOKRS L=k, 50% 5 I/ILa—RKAKRZEZROARKL, FILa—RE
FRIBEOMBEF I I—XACEFEH L=, F-. ERICES . BEEES. &
AAFLESY FOBRESERKLYEREZFBL. RPETILI—RREZAE LT,

J v MIHITEHRENFHERDERE

SYMIENRT) IO U ERREZEOKE L, RERVRHATILa— R
REERADERIEERET L=,

ARG IO UBEHETIE, #E5%0~6FMR U0~ 24BHORSF S ILa—XH
MENBERSEICENTHEICEBML, TOEFXRE5&0~6KMHE T800fE#. 0
~24FsR TI00fEBETH o f=o = KIH= Y DRF V)L — P EDIEMIL,
EREHEDOFMH-Y DREDEME —HL TV, RPTILI—IPHE,
BE#0~24MICHAT, HE5®R2U~BHBR VRS HRA8~T20MICITET L.
RELRHEDEILETR LT,

EE
EE

F37Y 20T VEEROBREROENZHERRERE

RIERR (KR 0~6 0~24 24~48 48~72 12~96 96~168

B =Y ORF IV —R B E (mg/h)

B 0.09 0.23 0.28 0.12 0.02 0.04
+0.02 +0.02 +0.06 +0.08 +0.02 +0.02

gsxgyonsy 13 14 12 0.89 0.22 0.14

+6* +5* +3* +0.5 +0.12 +0.12

B dpt=Y DRE (mL/h)

B 0.22 0.32 0.29 0.26 0.14 0.10
+0.05 +0.03 +0.03 +0.03 +0.02 +0.03

gFRgyonsy 1.19 0.98 0.36 0.22 0.13 0.09

+0.07* +0. 04" +0.05 +0.05 +0.03 +0.02

EHEEIZHERE (n=6)
*: p<0.0001 (vs. ARG 8. Fisher's LSDiK)

[RERAFE]

EREHEMESDRT v MIBEXEH/T) 7000 (1 mg/kg) ZHEEZEAKRS LT
B.RY U TILEERSG6, 24, 48, 72, 96 B LN 168BFFEI & (CHREX L . IRER UV V)L —
AREZEAE L=
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@ RAMLT Y M USEERBETILS Y MBI 2 EEBEHERD
ARLTRY RO Y (ST ERERFBETILS Y MR Y 702 U2 BEE
O#%EL, BLALMAS LI —RBEICRFTEZEEZRF L.
7128220 03R V0.1 mg/ketx 5 TIX, %52, 3, 4R USERM%O MG
TILIA—RBRENBEBREEICHRTHEECET L, MEE#EHEQmLT S )La—
RBREFESIHRRICEVDTLRERSHEICERTENTNIS% R UL %IET
LTULzAN 0.01 mg/kefR S TIHEREFROOAAN 222 EMND. H/8Y
Yo ukEIckY, ASKENLZOG S IILI—REEERTERAN RSN,

(mg/dL) i
6007 —e— 5)t5U70Y> 0.01ma/ke
fn 5007
Egp" 400
JU
_T| 300 T
:}é 200 1
E 00
AEHAEAESE (n=6/E)
0 T T T T T T T T T T T (VS.EQ%&53¥J?FE\@35?D
0 05 1 2 3 4 5(B5Rg)  Student's tRE)
(mg/dL) AL
6007 —e— ¥)t5U70Y> 0.03me/ke
fy 5007 :
53 400
JU
:|I 300
:}é 200
B 100- THEHEAERSE (N=6/F)
%:p<0.05
— (vs BRI SBE WBDHS
0 05 1 2 3 4 5(B5R) — Student's HERE)
(mg/dL) E&%
6007 —e— 5/%UTJ0YY 0.1me/ke
1 500 1
Zp“ 400
JU
:ll 300
{\% 200
B 100+ TAEHASESE (n=6/5%)
*:p<0.05
0 T T T T T T T T T T T (VS.E;@}‘QE.@?NW@@%)
0 05 2 3 4 5(B5p)  Student's tR%)
FRT) o0 VEREORESHOMmb S I a—REBEEOERNEL
X b

HMSTZEERBERBETILDRS Y k (STZS v M) 12, BEXIFIEARFTy ooy
(0.01~0.1 mg/kg) #HEFOKXREL T, H5E%. 30, 60, 120, 180, 240KV
300 RIZEIFEA SIFEM L., M S )L a—REEEBE L=,
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@ BEMBERBETIVIOFS v MZH T B EEIF S HERY
BIEHIRERBEE T )LZucker diabetic fatty (ZDF) S b (L7F UIERIGER
[CEEHMRENHY. BE. BERUSA VR VBRMEERT, £z, B MHlaE
EEEAKEL. HW8~10EBRFECICENBEL TS L SICHEI2BERFDOET
V) EAVT, 1) J0 D VERREORSEORF I )L I - #HER VM
BN —RBEICRIFTEEEZRF L,

717822001, 0.1, TR0 mg/keZ1k 5 LT=IDF 5 v + DO~ 6B D#
FRETIA—ZAEFHEL, BEREHELERTENRENI. 6, 17, 18RVISEDH
BAEMZRL. REOEMLBR SN (TR TNBFEREHDS, 9. 10K T10
%) . ChboDBERE-HBLTHF AT 70D U BRERBEOMESTIILI—R
REOARLGETLRO SN (0.01, 0.1, TR0 mg/keik 58T, ThETNEB
IR BT R T17%, 54%. 64% KR UT3%DIET) .

(&)
2.5

2.0 sk kK skksk

HTEESE N — LI S\ B X028

R 0.01 0.1 1
&)0U70Y> (me/ke)

THEHRRERZE (N=6)
*%% :p<0.001 (vs. /A8 58%. Fisher's LSDi%)

ZR7) 700 VEREORE#R0~6EMOBRS L a—RHilE

(mg/dL)
400

350
300
250
200

==
*k
Fkok
150 kakk
1004 Kok
50 ] [
0 %
AR 0.01 0.1 1 10
&18JU709> (mg/ke)
FEHARAERZE (n=6)
*%:p<0.01.%%%:p<0.001 (vs./BiER 58 Fisher's LSDi%)

Gy SNEMINAN S Vo=

£R7Y 70T VEEENKRSEMERICE T IMRH TN —REE
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[FRER A %]
HMEGMERRETIVIOFS v MTBEEXRIES /85782 (0.01~10 mg/ke)
FHRZEOFRS L, R5EAICERM, %52, 4, 6BEEICEROKRVUERZEITL.
FRETILOA—RFHERVMBF I ILI—XREZTBRIE LT

EEMERRETIVIOFS v MBI 5 RERSHERY
IDFZy MZENT ) oD U #I5AMKREROKRS L. RPEVILa—RFEHEIC
REFTEEBHVICHETRCEETOMEF I IILI—REBEICRIFTHELRET
L=,
A1) 72a20Mm0.01, 0.1, 1RU10 mg/keiz 5EHNDZESEHEDEE T TOM
W)L a—REER., BERSHICLERTEREN2], 46, 66 RUVT2%DEEL
BET%ZRL., FER54EEDOEETTE, FERE5HTENETNI6%, 30%. 44%
EU4T1%DEBLHETEZRLE, B515BED#HRET CTORERVRD S IILa—
A EIE, EETICEANTED LA, 45 70  UBR5HETIE KRBT
I—RPMEORAEERFNZEMAERD 5Nz,
(mg/dL)
600

500

400

QBB

~
=

300

200 1

N — L

100 1

A% 00101 1 10 Bg 00101 1 10 A% 00101 1 10 g 00101 1 10
507097 (me/ke) 4)¢U709 (mg/kg) 51%5U709 (me/ke) 51050709 (meg/ke)
Baseline (&) 8HE (R) 1488 (BEEH) 16588 (#8)

BS5HINUERS8HEDRINE. 1 8FREMEREICAEL., F/cik5 1 SHEDRINF24FEIEREICHE L.
IARTOMEFEHI )V I—REFZDRIDEZRSHS 24558 #&ICRIE L.
ESELAEAESE (N=6)
*:p< 0.05.%%:p< 0.07.%%%:p< 0.001
(vs. /A1 58¢, Fisher's LSDi%)

#5772 VIBIEICHEIREZOBSED
HETRUVESETOMEDLS )L a—REE
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(g/2vh)
207

M N— LIS\ BRI

Kk
% ok

*

A% 00101 1 10 Ag 00101 1 10 A% 001 01 1 10 A 00101 1 10
41170709 (mg/ke) 117709 (mg/ke) 110709 (mg/ke) S187U709 (mg/ke)
Baseline (BH158E) 3HE (BHEEE) 788 (B5E8EE) 15HE (®)

¥ 56AR1. RSB MRU7HEDBR(G. BRBE T CORIETHD. 75 | SHEDERG 245 EIER TORIETH oI,
FEE%ERSZE (n=6)
*%% . p<0.001 (vs.78181% 58%. Fisher's LSDi%)

#8770 L1 R1EISEMREZARSED
BRHT N I—RGRBOEI

[HER 5]

HEMZDF S v MMTRERIEF /8T 1) 782> (0.01~10 mg/kg) Z1HIEISAMK
BREOBSL. ROONF-HEHICABHOFR ENFEFTIILI-—IREZAEL
f-o FFMIEEMLEICEEE L 1=,

3) VI a—RINERER URE B MMM EE R URREICK T H4EA (Sv k) ¥

D BAVRYVERENEI SV THRICEKD VI a—ANBEICRIFT Z/T1) 2
A2 OEROFHES
ANRG) R P UEREROKRELEZIDFS Y b a—RANIBEELEZSA Y
A VIEEMBEY 50 THBNC K YRKRE LT,

ER7) 0P U EISHRREZOREL-EEOERKNRF I IILI—IRE
(X138 mg/dLT. AR5 (295 mg/dL) [CHARTHELGETEZRL-, =0 ¥
SUTHBOA VR Y VFEABIZ, AT 0P UBREHOEEMBEF#ET
S-ODEFEH T I I—ZFARE (GIR) &, BEBSHOZTNICERTHEEL
ER%ERLE (131%) , E5IC, ¥\ ) 0P U BREEDEST IV a—RFIA
£ (GUR) RUFJILa—REGRAAEE, FERSHICENTHEELLRERL,
FFJILa—REER (HGPR) (X, BEREBRICHKRTAELGETERL.
UED#HERMS, 7)) 700 v ORERAKREICEY., IDF5y FORFA 2R
JURZMERESE DS ENATREINT,
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IDFSy MMzBFBERT) 202005 ILa—RNEBREICRIFIHE

THEREE 1588 EBERT—2
R iE R Mg UGLR GUR
TIa—RBE|JILI—RBE
(mg/dL) (mg/dL) (mg/kg/min) (mg/kg/min)
LS 295.2+19.5 402+30 0. 35+0. 15 3.340.3
LAV Pl =V 138. 247 4 307+19 0.014+0.01* 3.9+0.27
THEREE AVRY VEARTF—D
mazes UGLR GIR GUR HGPR
FILa—REE
(mg/dL) (mg/kg/min) (mg/kg/min) (mg/kg/min) (mg/kg/min)
LS 122.840. 4 0.140. 05 2.610.4 5.340. 15 3. 0+0. 32
LAV A=V 121.7+0. 6 0.02+0. 01 6. 0+0. 6** 6. 6+0. 32** 0. 7+0. 4

TEHEHZEERE (n=6)
*: p<0.05, *k: p<0.01, *+*: p<0.005

(vs. BEIE5EE. Student’s tH&E)
UGLR : R4 ILa—R#EiE (mg/kg/min)

= RS IILI—REE (mg/100 mL) xFRE (ML/60%) /HAE (kg)
GR : 254 )La—RFIAE (mg/kg/min) = FIILa—RE%k#E [Rqd —UGLR
GIR : JE4ZH /L —RTAFEE (mg/kg/min)

= RO FEAEE (mb/min) X FILa—REE (100 mg/mL) /AE (kg)
HGPR : BRI —REAE (mg/kg/min) = Ry—GIR

(B E]
HWHRERBETILS Y b (ZDF/Gmi-fa/fa) 12, AEXIEFANNT 1) o20P> (0.5
mg/kg) Z1EHIEISAMRERZOKZS L, REESHICHEE T CTEERMFEHRIIL
O—RABEFAE L, REEE2BZIC. UTOEA VAY VIEENEI S VT
HEBRFEREL-.
VS UTHBOERIT—2
AR VEEERICORR T I—REE., 2R VO VEDQRIEZEIT =,
Ffz. RERUVRBPITILI—REEBAIE LT,
VI VTHBOA VR VEART—
AR UEERBI0NZICOFEF I I—REENEEMHEEZHFT 5 &
SITEAREZRE L=, HERBARER. BlICKYMBFRIILI—XRE, M
PSR UBEERE Lz, BERXAT—JLEKRIC. RELRPVILO—X
REZTRAE L,
¥ AR VOBRAEICEYAINICESA VR VREEDCY LI —REFATHIL
ICEYVMEEEREICRD, COBDTLA—RFAZBICEYA VR VBRREEZHET DBRE
BT, REICKYVMBEOEELZZTTICA VR VRERRMEEEMNITHETTHI LA TE S,
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Q Bm¥EY SV TRICKDEBMBOMERUBEICRIFT A /T ) TS DHE
FADEFA
AARY L FO—LBYMETILOREERICHT 54/,87) 278000 F
HERZRET BT, BEERVESHEICRIFITEZELRI LT,

fEGHZDF S v MBI BEATMABEAENS 247 ) 70D U #3MBRREROR
BELiEEDA R UBESZE W1 index) (X, EEAERERLLERTHEIC
wEL- (FNFN0.08+0.02, 0.02+0.00 ymol/kg/min/pmol/L : p=0.01, %
M) o Ff-. ELHMHEEDIEIZE TH Hdisposition index (DI) ZAEGEBE
BEBLERTHEN DFEBIEREHOLALETHELZ, —H., ELH
FEROREICEANNT) oD U EHEBHBIERSHEOMICEREAL
nah oM, BEEREEEEICHEL (p=0.05) . Ffz. 1R VEEEHE
BRI EHEICEM LIz (p=0.01) ,

LEDFERMNS., #8370 T70D 0 ElmEIY hO—LBREERIZEY.. A8K
Do U FA—LETIVIZEIT5EEBRERUVEMKEICELET -0 T EEN
BEEMCEMEBEZRET S LENRESINT,

0.351
0.3

0.25 1

o
n
1

k%
0.15 I

Disposition index

o
1

0.05

FERERAIRIR S IEaaRR S Bws /I IUT0IUK’RS

FELREERE (n=4~6)
*:p=0.05(vs IERAFRIRSBE . DD
*%:p=0.001 (vs JFREHARIR S8 DEDHT)

FSy FADQFERTY 7200 v RERESROBHEEICHT SR
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IDFSy rADEIRT Y202 1 mg/keREZEHRD

BEESMERUVEAL MiaIcXT 54EM
R58 n Mg Mg B HArEiE B #Ar%
AR VEE TGRE
(pmol /L) (mmol /L) (%) #2 (%) =
JEAR AR i 4649 0. 75+0. 05** 0. 49+0. 08 0.69+0.12
R AR 8 1,114+144 10.79+1. 18 1.02+0. 34 1.15+0. 36
EEANNTYyoasy 7 488+88** 7.06+0. 23** 1.1840.17 1.4940.18
gyl B AR D fEE R
B #@pa AEX
(%) =2 (EZ 1) (pm?)
21, 36+1. 87 194.8+18. 7 1, 239+56*
7.90+1. 85 222.0+15.6 687166
17.17+2. 88** 210.6+14. 2 1,576+126*

EHEHEERE

*: p=0.05, #*: p=0.01, &k :p=0.001 (vs. PEEREIZEEH. HESH)
F1) SEEHEBILIEES v FEICATR LA, FEES Y FEICEAEFm LA
2) BE—TEBECNT SEE (%)

3E3) MRS T HEE (%)

E4) £BHMMICHT ZEIE (%)

TG:triglyceride. S U+ K

(B E]

HETERREZOF (fa/fa) S v MCEEEMBEZARL. ARFHKBEN SBEXFEF /T
yzooy (1 mg/kg/B) Z1AIEMBERERORSE L=, £, HHEERE
IDF (fa/+) v MZREBKET TAEZMBMREROKRS L. FEEBE
BEE Lz, 47U 70 P UEREBREQBRRHRICBIES SV TEERNT
A UR) UREZE (W1 index) RUREHRE DI) ZFH@E L, T 5IC. ERMIC
AMOBYHr oERZEREE L. SHROBERUVESHMEZITML -

AR UEZEER W1 index) : EEWKEICE T SHCIR/MEEPA VR ViRE

disposition index (DI) : M¥EHC-RTF FRE XM/I index
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@ BMMEY SV TEICKHEL MIBOEIERUBEICRIZTZ/T) 70D 0Dk
RAOHE (H ARER)
hEEOEMBERELLAFIR) v IO FO—LBMETIVIZHT B4 /85
D7 UNREEREZRFTHIEMT, BRERVESHEICRIFITEZEELR
L7,

SEFEAFEMBIOAZBRICHPEEOTMMEERIAEL TLWHEMBIDFZ Yy MH
NTY) 20D UEMAMIREROBRELIZEEDA VR UEZHE W/ index)
(T, BEBEREEHLLURTHEICHELZ (F1Th0.05%+0.01, 0.02=+0. 01
umol/kg/min/pmol/L : p=0.05, 28 HH) . ELMIEEDEIETH D
disposition index (DI) HAEMBEBREH LLERTHEICHELZ, 4/8J U7
Ao UiRE#ET, ELMEEABORSICELRETGNL >N, BEERELA R
VEREREELMIBEKOEA THEELRENRO LN, ULEDHERENS, F/T
D7 CVEBRICPEFEOTMBEAREL TS ALK v LY FO—LET
LIZEWTH, MEIY FA—LEREL. BEEMERVEKREICELEZLES
TEBUEENSEMABTRET LI ENAIRETHILEEZ ONT,

06
051 —
x
O 047 "
£ T
C
S 03
5
8— sk
(2]}
5 024 T
0.1 1
0
IIEEAIRRS EBBERRS &Y UUTOV RS

FfELREERZE (n=6)
*:p=0.05(vs.AEHEABRG S D) **% 1 p=0.01 (vs FEALHBIRIR 5B D ELOHT)

IF5y bADQFRTY) 7RI U1 mg/keREFZEROEMREICHT HER (MARER)
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IDFSy rADEIRT Y2001 mg/keREZEHRD
FEERERUELMICHT34ERA (TARR)

5 n Mg finkges! B HARAETE B #Ara%k
ARy TGRE
=E (pmol/L) (mmol /L) (%) #2 (%) =
JEAR AR 8 141462 0. 86+0. 14 0. 44+0. 03* 0. 59+0. 03*
R A 8 1,907+384 11.2841.0 1.0340. 18 1.2340. 25
[k WA/ M) Rl w RV i 828+146* 7.86+0. 8** 1.1740. 15 1.4740. 22
$al5HE B KD EERRE
B #Ra KES
(%) =2 (E2+€NL) (umd)
18.93+1. 56** 213.1£14.0 1, 375+34*
9.81+2.59 211.349.9 825+49
14.53+2. 06** 231.6+21.2 1,410+72*
FEHEHEAERE

*: p=0.05, #*: p=<0.01, &k :p=0.001 (vs. PEEREIZEEH. HEOH)
1) BEMBEERS Y FEICARLEN., ERFES Y FEICATLAEN =
2) BE—TEBECNT SEE (%)

3E3) MR T HEE (%)

E4) £BHMMICHT ZEIE (%)

[RERAFE]

BEHEREEZDF (fa/fa) S v M, BEXEH /AT ) 702 (1 mg/keg) ZEAER

BOEMRABIOBERMNSIBIEMBMRERZOKRS Lz, —7. iiEIEAEHIOF
(fa/+) S v hZE, BEROIEMIBIOBAENSIBIR4AMAE = RERZD
B’E5 Lz, /87 70 URKRESOBEBRICENEY 5> TEERNTA
VAR UREZM W/ index) RUBEHRE D) Z&HEL7=. Solz. RERIZH
DEYMhoERZRHE L. SHMROANERUVEEMEZFMEL -,
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4) zooRERSHE"
REHIOF Sy RICH 7Y 2R U ESERMKBES Lz& & REURMROEET
MmEEhJILa—RREK. ABRARMZRELC T, ERBERERHIVYLEEZTRL
fzo MEEHRA VR VIRERFRE2ZEBEETR -5 VEZHMEF LA, 53
BLIRRE, BEAERERLIVYIREERLZ. ChoDERMN L. FHEREA
DAY VEREOKREIZENT, F7Y 0D UREICK YR B MRS
BEndenTrBEINT-,

(mg/dL)
600
M 500
8%
400
1
:|| 300 ;
2 200 8 sk sk $eksk *kk %
i &_——c —o o —o
E 1004 * sk *%%k seokok Kk Hokok
sk ok sk ok fototo) sk
O -
T T T T T T
0 1 2 3 4 5 (E)
(ng/mL)
600 - ok
Lﬂl 500 *f* N - gEHE;ﬁgﬁf?Q%
85 - —o— EEEIRE S
M 400 &S FUo70vY
A O~ - i 0.5ma/keid’s
=/ i ¢ 2 .
= 300 dekk —e— i rosiglitazone
3] 10me/keizs
<, 200+
= 5 TR
B 100+ I #:p<0.05.%% :p<0.01.
e e ke sk F4% Ak ol K3k #3%%p<0.001
0 &= @ - - s (vs IEmAIRIR S8, —iED
T

T T
0 1 2 3 4 5 ()

IOF5y bADHIRTY) IR0V REBREHD
BHTTOMRBT I LI —RABRERVMTRA VR ) VREDERIKEL

[RE&RA ]

BIFEPRRABEZDF 5 v b (it TEES) TR (BREK) . #1870y 2ondy
0.5 mg/kg GAE : &RBIK) XlZrosiglitazone 10 mg/kg (FBBHEXERE., A 0.5%
ALRFLAFILEILO—R) Z1BIESEARREZORSE L=, BHEOFS Y b
DRERBFERBS v FFE (FRBK) Z1A1RGEMREROKRS L. EEMmE
AR URBRZHREBHELE Lz, BIEICAVSERKE., B5E1. H5EMG0E]
BIRUVSEBDEREGRTRITIER LUz, . REZBIC2EAIE L. EEEZFHE(C
1EEH L=,

SFESHTICE T DunnettOI&E)
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5 LMREMER (RUX)

@ RBIHERMob/ob™” % ™ RIZE [+ % B BRI M E HEBE R D URFEIE (S35 &%
AR =Y (3 R
ob/ob™ % I R (2 1T % EBINRM /NI B HEEE R VD UMEE ISR § 5 5/35 ) 70
CUDEREFE L.
RENARIMGTEE FHEe (CFVR) FERETIIVRITE T2 MNMEHEEDIEIRT
Hd. F171) 70D 04 0mg/kg/ BRERIZE T HRE5EHEU10:EEDCFVR
[, BEMEH LR L TR ZHICARIZIEN o1,

_ NS Em Vehicle
1.5mg/kg/day
”e @ B 4mg/kg/day

i 1Z0SH BZE=H E70=H

Baseline 5 weeks 10 weeks

CFVR
g

Coronary flow was studied over time in ob/ob™" mice, treated with either dapagliflozin or
vehicle, using non-invasive transthoracic ultrasound (N = 16-19 mice for each treatment
group). Absolute CFVR is calculated as the ratio of hyperemic to baseline average peak
flow velocity. Statistical significance for the difference of the mean between groups was
assessed using ANOVA, and Bonferroni correction for multiple comparisons. Each bar
represents Mean £ SEM. "ns" means no statistical significance.

BBk FERE P REE (CFVR) (ST BH/5) 70V 0EA

99



EEQEBLEILE (FAC) (X, HRHALINEHOEZNERBENLLETHY . I

MEREDEEHEIEH TH S, FACOEMITDIFEHENDREZRT . RE51081K,

ANT) IR OmBEEIZE T HFACEL. BEXTRE & LB L THETFEMIC

BEICEN o= LEDFERNS, #5700V BELDEREDERE L1
EDENEHEZRET S ENTSNT,

<0.0001

50- 0.0634

FAC (%)

Hl Vehicle

Za 1.5mg/kg/day
H

}_._m B E B EL = 4mgkg/day

Baseline 5 weeks 10 weeks

FAC was studied over time in ob/ob—/— mice, treated with either dapagliflozin or vehicle,
using non-invasive transthoracic ultrasound (N = 16-19 mice for each treatment group).
Statistical significance for the difference of the mean between groups was assessed using
ANOVA, and Bonferroni correction for multiple comparisons. Each bar represents Mean +
SEM. "ns" means no statistical significance.

EEINFEHAEE (FAC) ITH3 54/ )20  nkR
(B 7]
ob/ob” R (GREABASABEFI0EES) (T4 /371702 (1.5R V4.0 mg/ke/H.
BE18HI) XIFBEE (BREK, 1861) Z10EMSKFEE LTz, £V X EXRIC,
PEESMN 50, SRUCI0GERICERELDT I—&EZITo1=.
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@ NOD#RZHIAZ /8 B3 (NLRP3) /7R b — REAERA R Y U #5422 /39 B (ASC)

A2T5IV—LOEHIERUTNT Y R(ZE T2 BERBEOHEDRRICHT
28720 nERY
BTBR ob/ob™” ¥ RDLMEIZH T 2 EEMBEERUVHEERLITHT 54/351) 2
ACUOEEEAZFMmL. TOMREERICEAL TFEINLERKFE T
L=,
BTBR ob/ob™ % ) AMEBHDEEDINMERMETRE (ESV; LVINEHEEY—H—) &
VLR EARTE (EDV; siEROEHICER) . HFER W) <o XxIEEICHE
BLT. ThEFNS 5ERU3. 5EEMo1=, BIBR ob/ob” X RIZEIFEIEED
ESVRUEDVOERIF. #7700 0HBE5IC&Y ., SBEEDZNTN65% (p<
0.001) RU45% (p<0.001) [TIETF L=, ChOoDERAS, £/5 )Yy
TEIZ& Y, BIBR ob/ob” Y HRIZEITZEDEDHEEMNIGENER L. IiEH
BELNRET S ENATRREINE,

(A) so0 (B) 100
p < 0.001 p <0.001 <0001 p <0.001
40 80
e e
30 4 60 -
E E
> >
20 + 40
& 8
N ) _.
- - o
C Q
O, Q:,,, %, %, %% %‘%
o, o, (7 o, o s,
s, CN
% %
Wild-type BTBR oblob"r_ Wild-type BTBR ObIDb"f'

LV ESV (A) and LV EDV (B) were estimated from echocardiography experiment. Each
treatment group consists of 8 animals. Each bar represents Mean + SEM values. One-
way ANOVA was used for the statistical data analysis.

BTBR ob/ob” % RIZHFBEEDESVEUVENIZHT B4/35 ) 20 VDR

BTBR ob/ob™ % ™7 A MBBEEDEEDNEIEMEER (FS) (INTY 9 AR BBEFCLEE L T
42% (p<0.001) {EM >7=, BTBR ob/ob” %X T, #/341) 70 Uik 5BDFS
(LxtBEEE(CHEEE L T35% (p<0.001) D#EHFMEELLREETR LIz, £ WV
DARMBEHICE THEHEERHE (LVEF) (X, £ FTEE L$IBSh 58 (50
~65%) &Y HLE<81%+£1%TdH 1=, BIBR ob/ob” %y R %t FBEEDLVEF(E£53%
+1%THotzo #8371 70 S DHF 52K YBTBR ob/ob” <7 X DLVEFIL68%
+1%ICEF Lz, ChoDERMDS, 5/851) 782 21&, BIBR ob/ob” w9 R
[CETAEDEDIVEREZARICHRET S ENTREEINT-,
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50
p < 0.001 p <0.001
40 -
3? 30 -
w
w20 -
10
0 - -
o 1o o
P,
Ooé O,,(/A os
oy Oy \9/,—
2
O‘;’.
- d
Wild-type BTBR ob/ob™"

Each treatment group consists of 8 animals. Each bar represents Mean = SEM values.

One-way ANOVA was used for statistical data analysis.
BTBR ob/ob” = RIcHITBFSIcHT24/85 ) 20 VDR

100 P <0.007
p <0.001
80 | | |
£ 60 -
w
g
> 40 -
20 -
0 .
Q () Le)
o’)}ﬁ Ol), %,
o o Qb/z;.-
%y,
_ 2
Wild-type BTBR ob/ob™"

Each treatment group consists of 8 animals. Each bar represents Mean + SEM values.

One-way ANOVA was used for statistical data analysis.
BTBR ob/ob” %9 RIZHITBLVEFIZT B4/ 20 D DER
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NLRP3A > T 5%V —LICEET 5 YV REEFICDONWTEEMRT-PCREZEM L
1= BTBR ob/ob” <) Rt BBELMASC. NALP3 (& RNLRP3IZX¥ %< RHBREISF
) . 4o2—o4F%> (IL) 1B, IL-6K UCaspase-T1DMFAMRNAL N )L, WT
TOARBHEICHELTHEEICEL. TOI~12ETH> 1=, BIBR ob/ob”" ¥ X
ISEWVWT, F85) 782 U%58DASC, NALP3, IL-18. IL-6% UCaspase-1M
MRNAL NJL(E, *ERBE(CELE L T1/3~1/212@A L 1=,

16
(A) 1 p=001 (B) p<0.001 p w0005
14 4 p =000t e 14 4 1
12 4 12 4
10 4 10 =
o o
W 84 -4 g
a
6 = 6 -
49 NS 4 - NS
2 - 24 L
. oLl mm
[ o
°°4- % o"f “ (:’o o?o q"o %o
o @y o 9y (- %, . %
%, %, % 4;% o 4;%
2 2 2, <,
Wild-Type BTER oblob Wild-Type % BTBR oblob %
10 10
P <0001 P=0D0F ] p<aor p = 0,002
(C) - ‘ (D) 1
a o1 6
% y
4 4 T 44

Lo ] 1 o - []

%, % %, % . -
%, %, % %//,, D, %%» N o%%
- Q, (<)
WidType % ————— A —”’45‘. T %
Wild-Type % BTBR oblob” %
" p<0.001
12 4 p < 0.001
1
() 3"
g ¢
O,
NS
2- H
o L
‘Bq_ Qv% “oq_ %‘b
7S o 9’6,0
Wild-Type 2 pr——el

MRNA levels for each inflammasome component were analysed by RT-PCR. (a) ASC;
(b) NALP3; (c) IL-1B; (d) IL-6; (e) Caspase 1. The expression of glyceraldehyde-3-
phosphate dehydrogenase (GAPDH) was used as the housekeeping gene for the
normalization of data in quantitative RT-PCR experiments estimating the effect. The Y-
axis represents the ratio between normalized mRNA of each gene in the BTBR ob/ob™~
mice and that of the WT-control mice. There were 4 animals in each group. Each bar
represents Mean + SEM values. One-way ANOVA was used for the statistical data
analysis. N.S. means no statistical significance.

BTBR ob/ob”~< I RIZ#1+HNLRP3A > 7 57 Y —LEMILIZRTT B4 /851) A SV DR
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DEHDBMIEICHTE4/51) 2R U DERAIZD N THIRET L 1= .BTBR ob/ob™"
TOARBEDIAS—TU-1RVIT—F U-3DDFmMNAL )L, I, #R#E
EDREEIF NI R BEICHE L THEZFICED 1z, BIBR ob/ob” %I RIZH
WT. T )28 B EHEDaS—7 - 1R S—72-3OmMNAD L AL,
WIS, $FRHEIEDIEE (29%+£2% (p<0.001) DFED) (XxtEERFICLEE L TEM -
t=o BTBR ob/ob™ ¥ ) At BBE DDA H T BT R b— 2 RE NI X %R
BHOM6ETH o=, BIBR ob/ob" I ADAENRT ) O U BRERIZBITHER
D7 R =S R(F, HBEICHEKLTH% 2% (p<0.001) DFEADETRLI=, WT
RIVRCENRGT) 7R EH/E Lz, EEORMEEI—H—IT7KRF—PX
DREIZLEEREIE DO NGA 1=,

L ED#ERM S BTBR ob/ob” ¥ H R T, #3571 7RV IELHOEEMEER
UBEENALZEESE 5T THEL, DHOBRBIERUV TR =R EHRET
LI EMRENT=, NLRP3A 75T Y —LDEHIEDFEBIX. ChoDHREICE
ELRRAZRE-LTVWAAREMNH D, LA > T MAEER. R /ER.
HTUICEZEDEENBERUBENT2OHREX, 4/ 7R D VICkbEE
MIEREEZ BN D,
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10 14
(A) p=0.001 p=0.005 (B) P <0.001 pgo01
8 4 17 12 4 |
- @ 10
s 61 5 8-
3 g
N.S. 41 N.S.
2 4 | — 2 4 —
o L[] | | oL 2] |
] e) L, < Q Q. [4] o]
0, 3, () % 0, % 0, 2,
R 2 2, PR
o, "% ?, %/,;? o Qb/,;p “o °b/,,/
0. (-] 0. 0, .
Wild-Type BTBR oblob™ Wild-Type BTBR oblob™
@ ., (D) ,,
p <0.001 p <0001 _ P <0.001
25 4 1 i p<0.001
- 3 30 4 1
& 20 1 5
& =
B 15 4 < 90 -
o o
- —
2 40 4 N.S. o
el — ‘5. N.S.
o101
5 4 a
(] < LM
0 0 -
G 4 % < e 9 e o
D, %y Ky %"b % %, s %,
-2 ‘%’% 7 //,‘% o 31@ o ‘3’4;?
—_— o, — T, 0 0,
wild-Type K BTBRoblob™ 2 — % 0
Wild-Type BTBR ob/ob™

(a) Collagen-1 (myocardium mRNA quantitated by RT-PCR); (b) Collagen-3 (myocardium
mRNA quantitated by RT-PCR); The expression of glyceraldehyde-3-phosphate
dehydrogenase (GAPDH) was used as the housekeeping gene for the normalization of data
in quantitative RT-PCR experiments estimating the effect. The Y-axis represents the ratio
between normalized mRNA of each gene in the BTBR ob/ob™" mice and that of the WT-
control mice. There were 4 animals in each group.

(c) Fibrosis; The degree of fibrosis was analysed by Masson’s trichrome staining. The Y-
axis represents the percentage of myocardium which are occupied by fibrosis. Each
treatment group consists of 4 animals.

(d) Apoptosis (TUNEL staining); The Y-axis represents the percentage of Tunnel positive
cells. Each treatment group consists of 10 animals. Each bar represents Mean = SEM
values. N.S. means no statistical significance. One-way ANOVA was used for the
statistical data analysis.

BTBR ob/ob™ 2 RIZH T ZLHOHBMEILR VTR F—SRIZHTH5/85 ) 7SV 0ER
[AER A ]
WT R U'BTBR ob/ob™/~ < R (FRERBAIARESEER) IZ. #/851) 202> (1.0 mg/ke/
B. &#84) XITEK (IFomERAERSAN. £5H86) Z8EMRERS LT,
AT 7D URIFoEERABERAMICEELES Lz, BERTEICEHEE
EBEREEZAVTLII—HREZTL., BEL-EGLI L. IRERRPELEE
AfZE (LVIDd) RUIIBEREAEZEAR (LVIDs) HRICEEDFSOEK /NS A —2 % |
E L. single-plane arealengthi&IZk YLVEFZEH L 1=,
F-. DB EZRERL. NLRP3A V057V —LDEELGEBESR ZRT-PCRIEIC
FYFHE Lz, S5IC. AT UIRUVIAT— VIOMRNAL N)L, EELFH DR
ML NICEDLDEDT R F— X5 L 7=,
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() 1EARIREME - 1SR
VI 1. mMPBEDHE OESE
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VI. EYERBICEEY 5IEE
1. MPREDHTR
() ARELENGOLGRE
2 LA

(2) BRRHBR CTHR SN nPRE
1) BRAEANCET2EVBE (REIKRE)
BRI B AN BHRERE245 Z A K% (2.5, 10, 20, 50 mg : &64)) (ZEMELE
T+ L. ZREFICEREORS L, TOER. /7)) 70D v EORSE,
BONMIRREh, MBHRA/NT) 70D VREREREHNINBRICESMEICEL.
HERFHATHS~12BE T H o1z AT ) 70D UDLpTRAEBICEKELE
MoTze CaRUAUCITFAEICEHAEI L TEMT HEZEZ N,

AIIU7032.5mg(n=6)

1(”555”“ —— 7 {5UTOY1 Omeg(n=6)
= —a— 47U T0320me(n=6)
- F) ) T0Y50mEg (n=6)

FHofE iR RAE

g\ OSSO BEHE

0 8 6 o4 @32 40 48 56 64 720
HEZEOHSHOMTHF /T ) T 0O REHS
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BEEEORSEOSL /T Y 70DV ORDEB/IT A —4

- e o AE & fI%

RMBRE/5 4 =% 2.5 mg (n=6) 10 mg (n=6) 20 mg (n=6) 50 mg (n=6)
Crax (ng/mL) 29 (14) 124 (34) 265 (26) 610 (22)
t 1.00 1.25 1.00 1.25

mex (1.00, 2.00) (1.00, 1.50) (0.50, 2.00) (1.00, 1.50)
AUCo-+ (ng-h/mL) 89 (31) 464 (20) 915 (15) 2058 (24)
AUGin¢ (ng-h/mL) 103  (30) 489 (19) 939 (14) 2093 (24)
tip (h) 8.1 (4.78) 12.1 (1.19) 12.2 (4.70) 12.1 (7.03)

Cnexs AUCo-t. AUGine I3 HEMRIEIME (CV%) | trxlTHRIE (R/AME. RKAIE) . LiZFHE FERE)

) AFORZBIN-RERUVRAE : QBEERRE &%F. RAIZEARF)7nP EL
TOSmgZF1HIEEO®RET 5, GH. MRFTLEIEEICIE. BBAZTRITHELEH
S510mgl BIEICEET 2 ENTE S, (1BBERFBE) 41 VR VERIEOFRIZE N
T, BE. BAIZEARFT) 200 LTI g2 BIEROKRET 5, BH. RS
FTHIRIGEICIE, BEEF+DICERELANSI0 gl BIEICEET 2 EMNTE S,

2) 2BIBERIRBEICH T HEYERE (RERS)
BARAN2ZIHERFEE2THIIZAKI2. 5,10, 20 mgZ1HIEM4BMEREZAKRS L=,
ZTOHER. 1HERUI4B BIZH 1T 5 RF D EREERFI% 5 & DCro B UAUC. (. AEIC
(FIXLEBILTEM LTz, FI14EBBEDORBEGREIE. KHF12.5 mgTIX1.28, 10 mgTIE
1.21, 20 mg T 19TH o1z, TRTOAEHDIHERUTI4BEIZEWT., &5
4R ETICRECARLE LTRFICEREIN-DEBEEED2%RFETH > 1=,
R UDNBY )T 5V RIEH4.3 m/min (8 : 3. 75~5.10 mL/min)

—G & 2 1-:53\-:) o
(ng/mL) 188 (ng/mL) 14HE
1,890 1.0007 4)U7092 5mg(n=9)
—o— %)(JUD0Y>/10mg(n=9)
—a— %) (J1703>20mg(n=9)
P EHEE R
M
& 1004 100 -
t
g
I\
7
D)
e
g
jj 10 10
...
rg -
T ' g
14 1+
T T T T T T T T
0 8 16 24 (B579) 0 8 16 24 (B5R9)

ERABEICETHMIBEPFIRT ) IRV REER
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REROBEROF/NRT ) IO OEDYHE/INS A —4

8. Sl =R U1

Y ERE 2.5 mg 10 mg 20 mg
K5 A—% 188 e EE 148 8 EE 1288
(n=9) (n=9) (n=9) (n=9) (n=9) (n=9)
Coor (ng/mL) 43 (30) 48 (27) 188 (27) 191 (35) 298 (21) 305 (31)
AUC. (ng-h/ml) 123 (29) 157 @21 602 (23) 727 (23) 1027 (15) 1225 (17)
N 0.5 0.5 1.0 1.0 1.0 1.0
0.5, 1.0) (0.5 1.0) (0.5, 1.0) (0.5 1.5) (0.5 2.0) (0.5, 2.0
AR - 1.28 (11 - 1.21 (D) - 1.19 (4)
BIVTIY2 5801 4.6 (1.9 3.8 (0.9) 4.3 (1.0) 4.4 (0.6) 5.1 (1.4)
(mL/min)
RepE#E (%) 1.2 (0.4) 1.7 (0.5) 1.4 (0.3) 1.9 (0.6) 1.4 (0.3) 1.9 (0.6)
Cnax« AUC,. RIEZRBIHKMTMHIE (V%) | trldPRIE (HR/ME. XKE) . BYUT SR, ROBE#HEREFHE
(IZERE)

a 14AB B ®AUC..~1H B DAUC,

F) AFOERRDINF-RERVAE . QEMERK BFE. RACKERTY 0o EL
TSmgZ1BIERAKRS S 5, 6. IRF+HLGHEEICE. BBETFCEBELEA
510 mgl B1EICEBET S ENTES,

N 1BERKREBEICES T 2EMBE (REHRS) (D1695C00001Par tAZER) ¥
BARAEPEREEE206ICAFSRUI0 ngZ1 A1ETBRREROBS Lz &,
EREFERSEDCa DR FEIL69 KR U162 ng/mL, AUC, DEMFHI£322KR U
670 ng - h/mLTH21=0 Coax R UAUC; [TV AEKREMICEMLED

RELOBREBROHZNAT ) 70 OERNEEB/S A —42

e o EETE

RMBEAT A= T T 00 10 me (=10)

Coor (ng/mL) 69.31 (26.42) _ 162.09 (26.03)
2.00 2.00

toax () (1.0, 3.0 (1.0, 3.0)
322.72

AUC, (ng-h/mL) o 60 670.01 (36.92)

Cain (ng/mlL) 3.4 (80.14) 5.71 (52.36)

Craxs Cnins AUG.. IFEEIFEHE (V%) . tulTFRIE (H/ME. ZKIE)

) AFORBINE-RERUVRE . (1BERKE 41 VR VEFEOHRIZENT, &
B.RAZESENNTY) 20D L LT g2 BIRROERST S, BH. IREF+2%E
BEIZIEK, BBE+AICHEELAASI0 g BIEICEET S ENTES,

(3) sl
UL

109



4) BE - HAEOZE
) BEDOEE WHEAT—%) ¥
R A6 AFKN0 mzEERIEEREHAD) —BERR (BR) ITREL
e E, ZEEFREICHT 2REREDZ /T 700 2 OG0B CAUC D # fa] F
¥ (909%C1) [FZNZHh0.550 (0.499, 0.606) KTr0.973 (0.943, 1.004) TH-
fzo BERBEESDtuDHPRIEL, ZEFRS &A1 20RHEELEY

F) FROERDBSN-RERVCAE . QERRRF) 8%, RAICEXERT7)70o &L
TSmgZ1BIERAKRS Y %, 6. IRF+HLGEEICE. BBETFCEEBLEN
10 mgl BIEICIBET 52 &ATE D, (1BBERKR 1 VR ) VEAIEOFRAIZEN
T, BE. BAICKE/RT) 7o e LTO gEIBIREORSET 5, 4H. DRF
TRGGEICE. BBETDICHELENS10 mglBIRICEET S ENTE S,

2) HRAEOEE

FEPRAAE

® EFTVAVUEDOHA BEAT—45) - ©
@R 24511, AFIS0 mgFE EF S 1) 245 mgb ALz &, REBERZS
BEIZE S B4 /89 ) 702 U DCm KR TAC «DEATEH D (90%C]) (FZhEh
1.09 (1.00, 1.18) RU1.03 (0.98, 1.08) THot-, EXFT AV U EMIZER
2T BEFT B YYD B UAUC - DER DL (90%C1) [ZFhFh0.93
(0.75, 1.15) RKU.00 (0.90, 1.13) THot=. Fl=. KEWMTHHE FOFY
EZ T 122 DChuBEUAC DEMEHD L (90%C1) 1ZZFhZh0.90 (0.79,
1.02) BU1.05 (0.90, 1.22) THo-® ,

Q@ AT TFULOBA NNBEAT—42) ¥
RERRAI8HIIZ, AFI20 mgZET AT 1) TF100 mgeBtALIzE S, AFBEMIRS
B2 e 5 4/85 1) 702 U D0 B UAC DERE DL (90%C]) (FFAEFh
0.958 (0.875, 1.049) RKUX1.081 (1.031, 1.133) THot=. ¥B2 T TF U EMT
BEEZT B85 ) TF o DCuBE PAC «DERE DL (90%C]) FFhEFh
0.887 (0.807, 0.974) K Uf1.012 (0.985, 1.040) THo71=® ,

@ JUAEY FEDOHA BHEAT—%) @
R AI8GIIZ, AFI20 gz S ) A EY FAmgefALI-& &, REIBEMZ G
g HHINT) 70D 0 D00mBK VA «DEMMFIDLEE (90%C]) [EZEhZEhl. 01
(0.92, 1.10) KTr0.99 (0.96, 1.02) THo1=. V' AEY FEMBZEESFITHYT
BT 1) AEY) FDCuBE UACDEFMFEHDL (90%C]) [FZEhEh1.04 (0.91,
1.20) BU1.13 (0.99, 1.29) TH-?® ,
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@ ARV EDOHA BEAT—4) ¥
TR 1852, AFI20 mgZ A FRILS 21,000 mg& A LI-& &, ARIERIRS
BRI B4 /849 ) 702 D00 KR TAC «DEATEH D (90%C1) (FZhEFh
0.93 (0.85, 1.02) KRU.00 (0.94, 1.05) TaHot=, * hrRILI U EMMBZEE(C
Y B A RARIL 2 2 Do AUC DA FE I D L (909%C1) 1FZhZh0. 95 (0. 87,
1.05) B U1.00 (0.93, 1.08) TH-1=% ,

® RTYR—REDHA®
BRERALA22(11Z. AF10 mgxARY YHR—2R0.2mg (1H3E) EHtALIEE, K
FIBIRIEESRICHT 2 5/85 1) 702 0 OCu K UAUC «DEAFHDLE (90%CI)
[FZHZN1.040 (0.899, 1.204) RTF1.009 (0.954, 1.067) TH-o=* .

FFRZE

® ErFRYOOFFOREOHA GHEAT—4) &
BEERAISHIZ, AFIS0 mgZEE KOS OOF 72 K25 mge L&, ARFIE
BIBRERICHTE5/371) 702 D0 B VAU «DZAFH D (90%C1) (F%
NEn0.99 (0.88, 1.11) RUV1.07 (1.04, 1.11) TH-?, (I 7. (2)
HEAEE L TDERA] DESR)

@ TAZ=FEDHA GAEAT—4H) ® -9
BEBRAA2GIIZ, AENOmgZE TA 2= FI mgE REFALLEE, XFEREE
BFICRT 25 /137 1) 782 D0k UAIC, DERTFHDLE (90%C]) FZhTh
1.080 (0.953, 1.222) R U1.047 (0.991, 1.106) THo1=o TAZ = FEMEE
FFICx T % T A% = FDCux B TFAUC, DERITEHD L (90%C]) [FZEhEh1. 132
(0.979, 1.310) KR UF1.132 (0.985, 1.302) TH-o1=* , (I 7. (2) #H
TR EEDER] DIESR)

Z DD EH|

NLYLE U EOHA EAT—4%) 07
BERERL A 24611 AHKI20 mgZ/ LIV U320 mg& A LTz & & RFIBMIZ SR
2T 2585 7020 DCumBUAC DEFEHDE (90%C]) [FEFNEFh
0.881 (0.796, 0.975) R Ur1.024 (1.000, 1.049) T&Hot=. /NILHILA T
BBRIZHT 5L ILE 2 D0 R VACDERMTEH DL (90%C1) [FZEhEh
0.938 (0.762, 1.156) R Ur1.046 (0.850, 1.286) TH 1= ,
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@ PUNRREFULEOHBA GHEAT—H) 0TV

BEBERLA2461I=, AHI20 mgE L L RRE F A0 mgL BRI LT & & AHIEMIRSH
(2T B 5/351) 702 D0 B VAU« DERMFEH DL (90%C1) [FENEH0.978
(0.887, 1.078) R1f0.986 (0.957, 1.017) THoTzo T U/NREF BB SR
T2V UINREF U DCu B UAC DEITFEHDL (90%CI) [£ZhZh0.936
(0.816, 1.073) RUS1.193 (1.018, 1.399) THof=. Ff=. REWTH B /NR
B F UEEDCrox B VAU DL FIIDLE (90%C1) [FZFHhFN1.077 (0.931, 1.247)
RUT.311 (1,146, 1.499) TH-1=P

)27 ESVEDOHA WMEAT—42)
RBRRLA4BIIS, AHII0 mgE ) 77 U ES U600 mgL ALz =, ARIBEMRE
Bt SARFIZ /T 1) 7082 D0 R UACDEAFEHDEE (90%Cl1) [EZFhZ
#0.931 (0.779, 1.112) K1X0.780 (0.731, 0.832) TH-1® ,

@ ATz FLEBEEOHA GEAT—4) ?
fRFRRAI66II1Z, AF10 mgZE A T =+ LE250 mg (1HAE]) EHRALI-EE, REIE
WIRERIIHT 24 /371) 702 0 D00 KR UAUC«DERIFHDLE (90%C1) FZh
Zh1.13 (1.03, 1.24) ®RU1.51 (1.44, 1.58) TH-=?,

@ ILI77) U EDBA BBEAT—%)
BERAIABIZ, AEI0 mgzDILT 7 )25 mgeptALIzEE, TLTFYY
BIMESRICHT 55 TILT 7 ) D0 R TAUC D EATFH DL (90%C1) (%
NEFNT1.030 (0.994, 1.124) K UV1.068 (1.002, 1.138) . RTILT 7 1) 2 DCuax
BUAUC s DEMTFHDE (90%C1) [FZNZh1.057 (0.977, 1.145) KR U1.079
(1.030, 1.130) TH->1=% ,

® CTXLUEOHA GHEAT—H) @
BEEERAT6HIIZ, AHI0 meZEOTFL 2025 mgeftALizEE, STFL B
WIFEHICHT 5O TH S Y D0 KR UAUC . DEAEHDL (90%C1) [EFhE
10.99 (0.84, 1.16) RT1.00 (0.86, 1.17) THo1=* ,

) AFOARBINF-RERUVRE . QEER®K &F. RAIZEE5) 700 8L
TomgZ1B1RBO#RET S, BH. WRFHAEEEIZE. BBETDITEBLAEN
S510mgI BIEICEBET 5 ENTES, (1BBERBE 41 VR VAR EOHFRIZEWL
T, BE. BAIZEAARF) o0 v ELTOmgZ21BIEZEO®RET S, BH. PER
+HBBARICIE, BEE+HICERELAASI0 gl BIEICEET 52 EMNTE S,
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2. EMRERI/NTA—4
(1) BAHZED
BHRESEEXIBEEOBHREREEZE I IBRNEBRBFBEZEOT 2 AL
-EBEHENB BB T, —RBENEFEVERERERREKEFEE S A—2%28
FEWVW2-OUNR— AV RETILERAW:Z, TOMOEMRERINTA—F2DE
HIZIE/ vavnR— b A MEFTZERAV:,

(2) RILEEEH
BEAEMBEENOMR. —RRILEEEROZEFTHER0.7 (h") THoT-

() HEREETEH
ZEEHTL

4 29I)F7S5RP
BERAEVBERFOBR. £HI V7S5 AOBEEAFIHEK5.3 (L/h) TH-
f=o eGFR, AE, HELNEB VI TSV ADEHERELGHEETH o1,

5) PHEEE WMBEAT—2) ™
NEABEREERETHICAFNO0 g ZREFICROBSES L. ZOIBBRIC[MC]Z /T
)28 080 ugZlfEMNTTHIKNES LEZEEDOEERRBICE TS50 H8E
(X118 LTHo1=F .

) AFORDBINF-RAZRUVAE : QEMERRK 8. RACEFFyopo L
ToSmgZ1HIEBO®RET S, GH. WRFTLEIEEICIE. BBAZTRICHELED
S10mgl BIEICEET 22 ATED, (IBBERRK) 4 VR VEFIEOHAIZEN
T. BE. BAICEANRFY 7000 LT g2 BIEEOKRET S, B8, DEFR
FTHRIGEICIE, BEEF+DICEELANSI0 gl BIEICHEET S ENTE S,

(6) T it
ZUBEHGL

3. B&EM (REaL—Lay) fiEf
(1) fEWAE
— RPN ZFEDMERER EBRIRFEENSA—2EFEFTHEN2-0 /- AV ME
FIL
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(2) RS A= EFHERY
ENTERL:. BRESEEXIEEOBHREREE LA T SARAN2EKERFES
129 52D DERKRFER (MB102025545% & 1AD1692C00005:5X5%) 25 1+ 2 B EHEME
BREMEITo-#ER. e6FR, KRE. HEN/BOI VTS VRDBRELHEEETH-
fzo KEIDEHBRBEICRIFTHEEOEZEDKRETEING, RA2BBERFEEICS
WT. Fils, 47, RE. BEOBRERTICEODCHERHRILELVWEEZ SN
f=o

4. I 4R
(1) ORURERsL
HIEE

Q2) "AATRAZEY T4 HEAT—%) ™
SNENBBEHERETHICAFI0 g2 IR ICRORE L. TOIBM&KIZ[CIZ /YT
)7 80 puegElIfEMN T TEHIRNIZRS LZEEZDE[NAFTTRASEY
TAIE18%TH =7 ,

3) AFORBIN-RERUVRE . QEBER®K &F. RAIZEE5) o0 8L
TS5 mgZ1BIEBOKRET 5, BH. PEA+L/EGEICIE. BBAZ+TRITEHELEN
510 mgI B1EICEET 5 EMNTE S, (TRBERB) 1 VR VEFIEDOHFRAIZEL
T. BE. BAICIEERFTYy 0P LT gZ I BIRBO®RET S, BH. DEFR
F+RHBAICIE, BBE+HHICEELAASI0 gl BIEICEET 5 EMNTE S,

5. o
(1) Imik—HRxRE & @t

ErTORHEHZL (Sv )
Long-EvansRi#Z v b () IT[MC14/5 )70 (26.6 mg/ke) ZHEREOKRS
Liz& &, MEhRURAMSEEREEZN TR RIBMERVIBHICRSEERL,
TS RERE & MEEh R STRERE DAUC DL (R~ IM%EEE) (%0.163TH -1
SDRMHES v b (B/) (Z[MC14/T)oaPY (#3922 mg/kg) ZHEZOH/RSL
f=& &, METREREDAUC D i~ MK (0. 250~0.335TH o710 ,
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(2)

)

(4)

(%)

I i&—Ra #& B P @B 1%
ErTOZRAENTL
(Zvh)
bEYRIBE DSDRIEYRMES v MZ[MCIH /T 0Dy (23 mg/ke) ZHEEBEORSE
Li-& &, MatREISleB B8 L ChROMBABITL, RROMZ. K. HE. &
R UIFES OB eiRE X R 5 RAERICREEE R Lz, BEOMKDHRITEER
EDAC «(E B EN D MK PRSI REREDAUC «D64% TH Y . 1R 5 %24 TIXRRIR
RUBEYOmMEIHRAEREIREETCH -, BROK. BE. BREUIESP
DS REREDAUC 1. BED MBFHMETREREDAUC D ENZh80, 129, 88
EU113%TH-1="" .

Hit~DBITH

ErTOZRLEERLGL

(v k)
BAMODRMES v FIZ[Cl1F /TR P Y (5.2 mg/kg) FERZBOHKELI-E
EF. BRE®RUBME TIT R REEEREEBEBHO MR UMK T RETRERE & (X
(Fi4T L CTHR LA, Fih st EEnERREICEARTE ., CuB& UAUC
D+ MEFLIEZENZTN0.55, 0.76TH -1

BR~NDBITH
FZUEMGL

Z D DB~ DT

ErTOZRLUEREL

(Zvyh)
Long-EvansRi> v b (FR) (C[MC]1#5)oATY (26.6 mg/keg) ZEEFED
BELE-EE, HBPRSTEEREIML CRERI~BRICREEEZR Lz, K
BEIREDAUC - DFEKE MR AN % LB S 488(E. SHILE (BRUR) . BIE. FFiE.
i, FERHRE . B AR B CNBEROE T 8 o f= o AUCIs DREHSE /M 3Z LE I, /NBG B B B AT (3. 40
~3.83) TKREL, WM. BBIARUE (0.140~0.170) T/hEh >z,
DRSS v b (Af/) IZ[MC1F/8T 1) 70Dy ($922 mg/kg) FHEERZOZRSL
& & MAEEREDAC DMK MARLENKEMN > 48T, BEIEK. BIT.
Bha. N—F—IR. DiE. B, AR, R, BE. XE. DB, TER, BRIR.
B. FRAR R BB T d > fzo AUC IR MK (EN—F —iR (MEDH) . K5,
EERUEBRE (6.21~15.2) TKELC. BERUVEBOKEAK (0.075~0.158) T/IhE

Mot
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(6) MIFPEAKLEER

FNRgYoRTUERMLI-E FERM (REEE0.SRUS ug/ml) TOFESEH
BITKBEHMAEICE T, AT 0P OMBEAREEEREININ%TH oz (in
vitro) .

BEEERE. BRENEEXEBEREREZET SHRRBF KA ngzik 5k
1. BFREICIRER L - MR, HICRREERE . HEEEE LA T SHBREICAH
10 mgZ&x5%1. 5RFRMICERIR L - MBEAM Z TEHEMEICIVREL-EC A, £
REREICEFTH247) 7000 OMBEAHEEEENZ2%THY . BHEENE
BURERFEE. BREREZATOIRRAEBERVHBEREEZET 2BBRET
[F#91~95%ThH->1= BEAT—42) P,

) AFOERBIN-RERUVRE : QEBERRKB B, RAIZEIRT Y700 0ELT
5mgEF 1 HIEROHRET S, BH. MRFATHEIEEICE. BBETHICEHRLELS
10mgl B1EICIEET A5 EMNTED, (IRBERE) 4 VR VEFIEOHRAIZE T,
BE. BRAIZESEART) o020 0L LT meE1HIRRARET S, 5. HEF+5H
HIBEAIZIK, BBZE+HICHEELAASI0 gl BIEICEET S EATE S,
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6.

K #

(1) REBMERVOCKHHZE NNEAT—42)
NEABERABMIC[CI /T 702050 mgZBERENOKRS Li-& &, migsh
[SIF3-0-7 Ly O UEEAE A (MEFRMESTREDHI42%) . RELAK ($339%) | 2
O-7 LY B UBBER (195%) RUAND D ILKERIEE ($94%) NRESh. RPI
FEIC-0-F LY O EBREER REEDH61%) NRBHLNTP
AEDERBYEI--T Ly 0 BaEARTHY . FERUERBTUGTIAICK YK
WESZHZD R | (VI 7. MEAR] OESRE)

) AFORDBINF-RAZERUVAE: QEHERRB &F. RAZEE4RT)ono &L T
5mgZ1BIRBAOKRET 5, GH. IRF+L/EIEEITIE. BBZ+RICHELLELS
10mgI B1EICHEETEIENTED, (TRBERK) 1 VR VEFIEOFRIZE T,
BE. BAIZESART) o020 LT meE1BIREOREST S, B85, DEF+H
BIBAIZIE, BBRZTHICHEELANASI0 gl BIEICEET S EATE D,

Cl OH |_GA Cl OH

0. 0}

HO ¢ HO
0.

HOY Y ™ oH HO™ Y ™0 ~

OH HO

Desethyl- dapagllﬂozwn glucuronide-1. -2, and -3 Desethyl-dapaglifiozin (+]4)
(m2, m3, mBa) (BMS-511926, m8)

O\)LOH Oxo- dapaghﬂozm .-2,and -3(m11, m14, m
HO™ OH \ / Cl O~

HO~N-O
Dapagllﬂozmcarboxyhc acid, m7
Cl O~ o - OH

HO™ “OH
_> OH
iy Benzylic hydroxy-dapagliflozin
“OH (BMS- 839432, m12)
OH
iflozi Cl O
Dapagllﬂozm 2-O-glucuronide / Dapaglifiozin \ ~
(BMS-805525, m10) o)

: HO
cl o
~ / \ HOY "OH
HO~O OH

Ho" o Hydroxy-dapaglifiozin-1, -2 and -3(m4, m9, m15a)

OGA Cl O~
Dapaglifiozin 3-O-glucuronide o
(BMS-801576, m15) HO HO o
L o o, GA
GA-] HOY HOY “OH
OH
Dapaglifiozin O-glucuronide(m13) Hydroxy-dapagliflozin O-glucurenide-1 and -2(m5, m6)

37 202 L OHE R BHREE
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(2) REICEET 28R CYPE) OHFE. F5X

In vitrolzEWT., £ MEGEFHRAAEZUGTIAYIZ K 33-0- LY O vEaaEDE
BOEEIL. thOUGTICEEARTHI00EE L. £ FF S/ OV —LIZE T HUGTIANGEM
E3-0-J)LY 0 UEAESAREROBICHBEGRNRO SN ML, 3-0-T1LY
AVEBEAARDOERICEET 2EEBRIIVGTIANTHS C ENBALHICE 1z, F
f=. 2-0-J L0 0 VB S RO ERICEEE T B R (LUGT2B4R UUGT2BT TH o 1=,
In vitrolZE& T, CYP1AT, CYP1A2, CYP2A6, CYP2C9, CYP2D6, CYP2E1, CYP3A4R U
CYPASZELHEBMOCYPERICHIEBENS /T ) 70 U REFEENED NI
M. ERZBEVTENRY ) JO0D UNBEMRBBRICKYELAT IEAITHREE
DIOWRFBETHDZEND, EMIBTFEE/871) 782 U DRNENEEIZCYPEERN
BELRENZFR:z LTS AHEMSTENY

Invitrol2HWT, #3841 202 UIECYPIA2, CYP2A6, CYP2B6, CYP2C8., CYP2C9,
CYP2C19., CYP2D6 K TRCYP3AAZFHE S (ICso>45 uM) . CYP1A2, CYP2B6. CYP2CS8,
CYP2C9. CYP2C19. CYP2D6 K USCYP3AA MBS R F I A FAE (LA S Az o f= (105 >40
uM) o /841 282 UIECYP1A2, CYP2B6 K TACYP3A4/5%20 uNMDEEETHEL
BT otze #851) 202 VIFUGTIMOEREE & (£ 5 A0 A, UGTIATIZHR L THL
BEERZRLE (106>50 uM) 2

1) UGTIAIDE (L FZ
UGTTAOD —IEEE R L E (SNP) ARFIDEH Y )75V RICRIFTEEICDONT,
H AR (ANCOVA) ETILZAVWTERE LI-E 5, UGTIADEGZFRHERR
BUOXKOEH )75 ADSFMN 5., UGTIAIDSNPIEAFIDEMEIRE =X L T
BERDHLIZEERIFSHVWI EATRER SN,
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Q) FEEEHRDERERVZDEE WEAT—4) -9

4)

NEANBEEERETHICAFNO g2 ZREFROKRE L. TOIBEMBICMCIZNTY
782280 pgHFI MM T TERIRANBESELEZEZEDE[NAFTTRLIIEY T4
DEMATHNT8% TH o1, NEABRERABHEHERZ(C[CIF/F1) 70250
mgZFHEEFEORE LI-L EORFEDORPRVERH_ERE LI-HER. EFHD
FREEDHI5%MNRELAFE LTH STz, LELY. HIBREOHMEE B
R (REAEK) 22115 RECAEDVBERNICHBIND, BRERERICE>THR
B REAKICEREIN D, HEENSDRINAREETHD & VS TREENE
ZAbnf=?®

I) ABOERRSINF-RERVAE : QEERR BF. FAIEFA7)o000ELT
S5mgZ1BIEROKRET 5. BH. DRF+ALBEECEF, BBETAIBELEND
10 mglBIEICEET S EATESD. (IEBERF A VR VHEIEDOHFRIZENT
BE. RAICEFNTY 0D LTS meeIBIEEAKRSET 5, BB, HRF+5
HHEEICK, BRETHICBEELANS10 gl AIEICEBET S ENTE D,

REVMOFEOHERVFEMELL, FELED

E FDSCLT2R USGLTIIZ® LT, BRTFILERKIESF /T 1) 70D LIFEREED
FEEFEZAET S, E FMIAXFNOmgZEEREOREL-LE, RPETRESNT-D
FEREEN0. 1%RETHY .. MBI TEBRESIGEM >z, ChOoDFEREMS., IR
IFIERIEZ NG ) 2D o OEBERICRENICTES LBV EATRE SN,
Ftz. 0TV O VEBBRERRU2--TIILy A VBIRAGKIE, 25y oy
[CEELT. E FOSGLT2RUSGLTIOWFNIZH L THIEREITTEEMNMEL . BEEK
AETEANAT) 70V 0EBERICES LANEZEZONDY

) AFORBINF-FRERUVRAE : QEERRKB &%, RAICEINRT Y700 ELT
5mgZ1B1RBOE{RET S, 4H. BIRF+HL/TESICIE. BBRZ+HSICHELLELNS
10mgl B1EICIEEST 52 ENTED, (IRBERF) 41 VR DREIEDOHRAIZE T,
BE. BAICIZERT) 202 ELTE meFIBIERAKRET %, 4B, IEFR+H
BIFEIZIK. BBZ+THICHEELLEAS10 gl BIEICEET S5 EA”TE S,
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7. B

(1) HefERAL B UHEER
Rep, EhicHEtt S h b,

(2) #rtR NEAT—F2EE0)
BARANEERABH6GIZARF2. 5, 10, 20, 50 mgZZERERFICHEREORS LI-& EDXRE
fetRE L TORPHEMEL, WThOREHTL2%RETH 2,

BARAN2BBERBBEIFICAF2.5, 10, 20 mgzx1BIET4BMRERZOFRE L&
EORELRAKE LTORFHRMEIZ, VTHOFAEHTH2%RETH-=P 7,
NENERBEABEHEREF(C[CIF /85 702050 merBERZEAKELI-EE
DIMETREDFRP R VE P ZRET LR, REKRI2BME TITHRMSTAEDI6%
AEYREH (FRAIZT5%., EHIZ21%) | FRAKRVEP R EDT6%A 1% 5% 248
FILLAIZ, 89% AR5 RASHERILUANICHE M STz, Ehh S IFIREEDH15%AR
TiefkE LTHttShi=® o

3) AFORBEIN-FRERUVRAE : QEERRKB &%, RAICIEFRTyo0o ELT
5mgZ1BIRBO{RET S, 4H. BIRF+HH/TIESITIE. BBAZTSICHELLELNS
10mgI B1EICEET S ENTED, (TRBERK) A VR VEFIEOFRIZE T,
BE. RAICIZEAS) 0P LT meEFIBIRROKRSET 5, 4H. SEF+S
BIBAIZIE, BBRZTHICHEELAENASI0 gl BIEICEET EZ EATE D,

b3S U RR—2—IZET B1ER

In vitroZEWT, AN\F ) 2D VIFP-BEADHVWRBEL L LIHN., P-EELZHAE
Liamotz, #X7) 78DV EBBOBMYRAH F S VAR—F—THIEMRT =4 >
o U RAR—%— (0AT3) RUKBORYAH bS5V AKR—F—THIZERT =4+
S5 URKR—E—R1RTF K (0ATP1BI B U0ATPIB3) IZxt L TEEL\EEEA %R L 1= (1Cs
BIZENEN3S M, 69 uM, 8 uM) *

9. BMFICLHBRERE

10.

REIESEAT. MREN. EROZER
ZEEHETL

RENDERERIHEE

(1) BRERTEECETHENDHE MEAT—%) @9
BERBARUV2EBERFEEICEAHKOS0 mgZzBREROKS L& EOEYBBICKRIET
I ERRESOZEIC OV TEHEL =,
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BHEENEBTWKERE (EA (8]) RUCLcr >80 mL/minT#H 22RHERKEE (12
B) ) IZxT 3., BEBTHAEEETESE (50<Clcr=80 mL/minTHh S2EERFEE (8
B) ) . hEETHEEEESREE (B0=CLcr=50 mL/minT&H 22 HERHEE BH) )
RUEETHAERBESRE (CLer<30 mi/minTHY B ER T TO RV 2EBERFES
(4451) ) DCrax B UAUC o D LRI T D EE (90%C1) (&, FhZFh1. 142 (1.052, 1.239)
KU.278 (1.189, 1.374) . 1.256 (1.091, 1.445) KRU1.523 (1.346, 1.724) #f
[21.355 (1.123, 1.633) R UF1.753 (1.486, 2.068) THo71=,

BHLBEIER (CLcr>80 mL/min) . 8 (50<CLcr =80 mL/min) . % E (30=Clcr
=50 mL/min) XILEE (CLcr <30 mL/min) D EHEEEE+H T 2R ERREBEIC.
A#FI20 mgz1BIETEMREEDERS (HER4-10BE) Li-&E, EEKREICET
BH2EHOREHEX, BRENEE THI2EHERKFEETILE g/A. BEE
WREEEZH T D 2MBRFEETIIOL ¢/H, PEFEBTHERT2H T 028 8R%
BETIXI8 g/B. EEBHEEETZ2E T H2UHERFEETIEI ¢/BTH o1,
BRENEELRREREXIL2MBERFEE, BUVICBRE, PEEXTEEDNE
BEESZAT 2HBERBEZICEVLT. 45 ) 70 VO NBEEAHEET
92.3~94.6%TdhHY. FBRLTWLEY , (TV. 2. SEXIIHEICEET SFE] .
Mo 6. (2) BHEeEERE OESR)

RHEEESEAIIST L -ERBR/S A2

EMENEE/INS A —4

ﬁ Cmax tmax AUCinf AUC(]—r tl/2 CI—/F Eﬁxa 7 WEP
(f51%5) (hg/ml) (h) (ng-h/mL)  (ng-h/mL) (h) (mL/min) SUR HEE
(mL/min) (%)
EHEEER 710 1.17 2880 2821 12.7 289 3.52 1.2
BEERE (8) @31 (0.5, 2.0) (27) (27) (7.0) (26) (34) (0.5)
BEHEEESR 647 1.25 2504 2439 11.9 333 3.43 1.0
2BMERAEE (12) (D) (0.5, 2.0) (30) (30) 5.7 (26) (47) 0.4)
BEBHRERSE 902 1.25 4018 3832 18.4 207 2.85 1.4
2BMRBEE (8) (3D (0.5, 2.0) (26) (26) (8.2) (25) (55) (1.0)
PEEEREREST 897 1.00 5182 4847 17.9 161 2.06 1.6
2RMERBEE (8) (41 (0.5, 3.0) (38) (35) (3.4) (26) (81) (1.3)
EETHRERS 112 1.17 4884 4385 15.0 17 0.84 0.5
2RIMERIEEE (4) (1) (0.75, 1.5) (10) @ (12) (4.2) = (10) ® (46) (0.2)
Craxs AUCins. AUCo--. BV U7 5V RDIEIFHZATIME (CV%) | tuldhRIiE (R/ME. RKIE) . TOMIETFHE
(BERE)
a n=3

F) AFOERRDINF-RERUVAE . QERERK BFE. RACKERTY 0o EL
TSmgZ 1 BIEEOKRES 5, BH. MRF+HBEEICE, BBAZ+FICHELLGH
S510mgl BIEICEET S EMNTESD, (TRERRE 41 VR VHEAIEDHFAIZE L
T.BE. BAICEKE/RFY 0o e LT mEIBIERORSET 5, 4H. HRF
TRGEEICE, BBETAITHRELENSI0 mglBIRICEET 5 ENTE S,
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11.

(2) FMEBEREICST2ENBE GEAT—5) © -
s

FriaelEEEE (Child-Pughs24EA. B. COMEREROH]) KR UERMERE 644K
10 mgZZEERICERRZEORS L1,

BEMREICHT 28E, PFERVEEDOHHEREEICETS4/7) 700
2 DG R UAUC DM F DL (90%C1) (&, £hZh0.882 (0.598, 1.301) &
f1.033 (0.765, 1.396) . 1.122 (0.761, 1.654) K Tr1.359 (1.007, 1.836) MK
[21.395 (0.946, 2.056) R Ur1.669 (1.236, 2.255) THo'=,
FNRT)IRCUOEARARICEL T, RERRE CAHEREZH T SHRE
OREICHALAZEVNEASNEN 2P

FRERESENICT L -EDEB/I5 A —4

EMEFRENTA—4

B . AUCr ACor tis T CF  VoF  E&
(B g/ml) (g h/ml)  Gehmd (b My Wh L A=
(%)
%Ezﬂfﬁ% 136 465 438 12.9 (10' © 25 370 92.1
= @1) (34) @) G5 ) @ 6 A0
Chi 1d-Pugh 125
‘ 120 480 443 5.0 208 322 911
AIMRBE  p) (26) @ a6 00 @) oD @
Chi Id-Pugh 0.75
j 153 632 614 8.1 5.6 174 934
ARBEBRE (1) (40) o @ S0 @ ) 080
Chi Id-Pugh 0.75
‘ 190 776 762 6.1 129 111 91.6
AMUBBE o) (22) @ awm S0 @ @ @

tit BEERBEREITHE BERFS) | tuldPRE (H/ME. ZHKE) . TOMIETEFATHE (CV%)
a 15lOSNIE (47.6 h) ZBRSMLIHE. 8.5 (3.52) &42%,

3) AFOARBINF-RERUVRE . QEER®K &F. RAIZEE5) 700 8L
TomgZ1B1RBOE#RET 5, GH. WRFHAEEEIZIE. BBETDITHEBLAEN
S510mgI BIEICEBET 5 ENTES, (1BBERB 41 VR VEFKIEDFRIZEL
T, BE, BAIZIEARFY 7000 LT g2 BIEEOKRET S, 4. DEFR
+HRIGEICIE, BEE+AICBEELANSI0 gl BIEICEET 2 ENTE D,

Z Dt
FZUEMGL
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. B2 (ERLOIESF ICHISHEA
. BERNRLEDER

=1 —]

axX &

EhTLAELN

. ERRAR L EDER

2.
2.1
2.2

2.3

BE (ROBEICTIFBEELEWNI L)

AHE DS <3 LABEDORERDH S EE

BRET7 PR ERFHESEXIAESEOEE (WK, 1 VR VITLHELH
BENEORENSELGELZDTARDEREILES AL, ]

EERREE. FilETR. EECMEOHLBE (BRREATHIEETEAIURY
VERICESMBEBEENLEZFN LD TERADREFTBES AL, ]

(f#E)

2.1

2.2

2.3

AEIDOES Zx LBBEDOREDH L BEICAFEHRE LGS, BBENRET
SAREMENEVNEEZ oSN, BRELTEEL .
AHEIZIEUTOREAIAEENTILNS,

E3%, M- WAL/ M) Rl u AV v i u | VA2, M) B= By [/ & 1 )

WAl R0 —X, BKEE. VORKRE R, ZBIET A H.
RTFTVUBIITRID L, RYEZLTILa—)L (B3 TAILEY) .
BibFA >, =9 O03—)L 4000, B#ILY, BEE=Z b

AEOBREICEALTIE, MEZEZETL. CoDEAIC LBBUEDBRENH S E

EICIE, AEIEHRS LBV L,

BES F—Y R, BRESEXIHEEOBRE L. HiROA VR VKR

NGABREMREL L, AFOBREFBES GO, BHELFLEBNICAFIZES

TEHEHBETHO THLIDLSBEFITEIRFZRE LGN &,

BEREREAE. FHANER. EELIMEOHIEFICEAFERE LGN L, BRFE

BT HREBTIRA VR VEFICKDMBEENEFEFN S,

. MEEXIHRICEET HFE L ENDEH

rv.

2. MEXIIMRICEET SR 2RI D&

. RZERUVRAEICEET IR L ETNER

rv.

4. FZERUVA=ZEICEHEET SEE] #58BIT 52L&,

123




5. EELGERMERE L ENDER

8.
8.1

8.2

8.3

8.4

8.5

8.6

8.6.

EELERNIE
AEIDFERICH=>TlE, BHICH LEMEEREVFZORMAEEIZOVTHS
BT S &, [9.1.30 111 158]

AEIEEFRIZ, MFILT7FZUDERX(TCFROBETAA LGNS ENHEHD

T. BHEZTEHNIRETIC L, BREREOHIEETEIRBET2ICH

L, BICEEOBHRERERZICAFTZRET HRICIET, BREBETOELIC

FETHE, BRFOMBEIY FO—LBREFZENE LTHEALTWLWSEEIC

BULTIE, #6EH1ZeGFRAY5 mL/min/1. 73 MKFHIZIE T L5 RIFIRE5EDHIL %

BETHIE, [6.1,5.2,5.7,9.2.1, 9.2.2, 17.1. 188]

AEIDOFRIEAIZEYZBIR - MRBAONDZ EDHD, Fi=. KREMNHELT

BLENHEIODTHEZTDICTV., BELGKSBHRZEITILSEETH &,

HICKBRERLVEECLYLTVEE (BkE. BHEBZEOHIEE. FIRHAIG

AEEZE) ICBVTIE, BKOEREST 7Y F—Y R, BRBES MEAEIRE.

BEEEZESOMPR - EREFORRITEETSHI L, [9.1.1.9.2.2, 9.8, 10. 2,

11.1.3, 11.1.458]

BERBEOMBEIL FO—)LREFEMNE LTHERT 8. AFERESE, 0

HETHMICRET L L2, BBETHICHRRL. BICHRERGEOREMEIC

DVWTEEEIS L, AFIE3HARS LTHMRENTHREIHEE. LVBELE

EALNDABEREEERT DL,

REEBRERUMBRELZEC L., BRER., MEBRURZEOEEEHRER (T

ILZTEE) KINESOEELBRREICEDI LN H D, RIEBERUESHRR

FOERRVZORMARICOVNTEEICHBET S &, [9.1.2, 11.1.288]

AEIDERABFECTHLIRP VI a—RHFMELEERICKY., mEI> FO—LA

B THoTHEHEBRBLATEL, ¥ F—2XDHobh, ¥ ET7VF—2R

ICEZ2EDH D

1 ZELLVOED LR E/HDOEVEENH DO UTORICEET S &, (1.1,

7.2, 7.3, 11.1. 48]

MEL - B, BREE. BE. BELDE. BAR. FREH. SEBEZD
FERMRBO ShBEICIE,. OFXIERFYS F U ARAEEEOREEZERT
52 ¢, BENZEOONGEICEHEEEFIEL. BULGREEZTI &,

Q)¥IC, 12BERBEDEBE. 41 VR U MEEDET. 4 VR VEFIDFER
ik, BEGHEBEERGR. BFERTR. BEE. BKEESBSCEYT b
TUOR=YREHBLPT VDT, BERZTHICITSIT &,

@BEICHL., UTOHZEEZTSH L,

- bT U R=ROER (BD - BH, BEE. BE. BELOE. B2
B, FREY%E. SHEES .
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- T RT7 Y R—=  ROERDED oNFIGRICXEL ICERKEZZZTHI L,
- MBENASETHELSEETFTOR—ZARRBE LD &,
IS, IRERFEEICHLTE, ER3RICMAT, ¥ R 7Y F—V X KB
DYVARIREWC ELEHBAET B L,
8.6.2 AFIZELSCLT2EEEDH/S b, MFPFHLNSFRINELI YRR
RO A—RAPWMBEUVT FT7 Y F—S A EHELEEASRESA TS
H MBI CTREBZAET AL ERELZTAITITIE [7.1.7.2,11.1. 4

SH]
8.7 HFRE%. ®BR. ZRHAVERFADERZZET HEBICENTIH. Ehohia

REBETDELLITHAITORREZRT S &,
8.8 AFKREICLDIHRERINHRESNTNS-O. BEDKRERDITEIET S &,
8.9 EMMEERZECT_LEMNHINT. BFER. BHEDEZFITHELTWLD
BEICRETSLEXTRET S L, [T 1LIBE]

(&)

8.1 AAREICKVEMBEERAER T I2ETNAHLIDT, BFHITH L TEMBELEIR
RUZORLAEIZOVTHIIZHAL., EMEERIBOONIIGE, HEZS
CERVUREERT ZLEOBEYLGREZTI L, (VL 6. (1) AHHE - BX
FEFOHASEE) . W 8. (1) EXLEMEREHHBER] ODESHR)

8.2 EFR*EFEMAAER (D169AC00001EKER) D#ERL Y. MFEI/ LT F=2 D LEFRIE
eGFROETE—BMETHY . AFICIRAMICEIEREER (MBI LT7F=D
EFIMHERA DeCFROBETHIFIER) A S, LM LEGEH L. AFID MR TR
FRIKKBEBEITIKFT 570, MY FO—IILHEBNICKFZERT 5158
2%, BRECEHHLGCRENMDETH D, T, BUHEBRBROIEEARICHEN. ¥
[CEEDOEHEESEZICAFZRETIRDIRICONTEL. BREOEHNG
BEEBEZSTFATEELZ, (V. 2. DEXFIVDRICEETLSEE] . TV.
5. () BE - WEAEEI . VI 6. (2) BHERETEE OESE)

8.3 ERNHRICEWNT., REERVICEHET IAEZTEROXRRIIED L., BRREE
EUMmMEZELHERMAL D, FFREICKIKBERDICHT IREMDER
FELCGEM STz, T, ERFIERHKREHER (D1692000012:48) TAAIDAE
ZOmgM 10 mgTBE L-EEHITENTH, SmDFERE LGN o EBHITHAR
THBRERDVICHET ZEETEROERENB L LIEREALNEN 1Y -2,
LML, REIDOSCLT2ZEEMERADOHER. RPDITILA—ZARUF MU D LMEML.
ZOREEFRERIZEYZIR - HRIAANDZENHY . BITHKEDKEKE
BLOOBIEAH OONDARRENH D, T, BICKRERDZEC LOTVES
[CEVWTIE, BRET b7 Y F—Y R GREESMBEREE. RKEEZSOME -
EREFICEETILNELNHD, (VW 6. (1) &6HE - BEEZEOHIEHF) .
. 6. (2) BHeelEERE] . VI 6. (8) S&&E1 . VI 7. (2) 6AE
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BELzo®EH) . ML 8. (1) EXLGEMEREMHER] OESR)

8.4 MERROMBEIL FO—ILHRELXZEMNE L THEAT IBEIE. AFIRERFICIEL,
HoAlclEZ &L MmEE. RFBEZEHNICEREL T AFIOUNREHRET 5 L, 3
ABRELTLHMENTHALIGEEE, KYBUEEZONDEBREERET DL,

8.5 EMNHERICEVT, RBBRERUVURBREICHIIAETERORBATEN LD
D. FRENZKBERPT IV —IEPERBEEIC & U PRBRREE: (FRE%. BHAL L) RUMS
BE BHUDHELRE) NEZDHIELHD, F1-. EELTIRERL. FNTHHIN
T L= TIRJA SN MR R UIEEOIRFE AR 2 . B ORMESE S 3 v 71
EHTENBHIDT ERRSBRETVRIE LSESICITBILGREEITI EE DI,
KEEICIE CTHREZZERT D &, T, REBBRERUMBRBREDERR UV ZORILS
EICOVWTEFICHEFICHAL. ChoDERLVHIHEEITT CICERREEZZIES
&, (VL 6. (1) &6HE - BEEZEOHHEE) . VI 8. (1) EXLEIE
R EYHER] DIESR)

8.6.1 SGLT2IAAZEFIDEAMFTHAIRT VIO —IFEMEEERICKY ., mEI >+
A—ILABRBFTH TCHLRHBRELNTELYY F—2ADBANE T ENH D, B
RIFEBEEZENE L TARBEZRET IEEITABBEAHOREICH:-Y. 1 VRV
DEATRICK DT b AREMEDENNEETHD. FRBFEF(CHLVTSCLT2ME
EHIRARFICA VR VR MEEDET., 4 VR VREEAIDBE - ik, A—H—KRSF
ATy FMEEDBEDHEEERFIR, BFERTR., BEE. RAKEEDOD v TA
EESBAICT M7 Y F—YRICES=HIATIREICHRE SN TS,

B - B, BAGRR. BE. BELGDE. R, TREH%. BEEEEOS T
DR=YRDERMREOH onGEICIE. MEELITTHELS, P XIEERS 7 F K
ZAEL, RENROON-BEICEBSEHhIEL, BULREZTS L, T,
ERIZT FTYR—YADEREBEICHBL., CASDERAEOONEAIC
FELICERMEZZEZTESLSICEETSHILE, (VL 8. (1) EXGEMERLE
MEAEK | DIESHE)
1RBRADEBEICEVTIEY P77V F—L ADHEBD ) R NS D, MEEE
DNEETHSEET TV FRF—SANRBE LS5 LEBFICAMSIEL L F -,
BI¥EET F 7S R—SADYY R BT 5OICEIBEICIELC TS VR VDR
EXBRFATAHIELE, BEGA VR VRBER T TV R—SRAD) RV E5HEH T E
27516, BRIRERARTIE. 41 VR VEEIDIBEREEDREIF20%LUNET HI &
RSN,
TET7YRF—2ZADOFBR RV L, BRFEETEYRBEOATEEEAB LD, BHEOT
ERVEMHERKREZBMICEKFZRET HBETHOTCLREAKRITERT S &, (TV.
4. RERUVAEICEET ZEE]. VI 8. (1) EXAEER & MHER] OESR)

8.6.2 SGLT2PHEZFILMICH LT, BE5FIE, MRFFFEHEHSFEIALILIYELR
hSINaA—RERRUST FT7 Y R—V ANBE L -EREFNERBRESNA TS,
SGLT2FAEHI-H 1+ 2 E5hEBRORPIVILI—RFERRUT E TS F—P RDE
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EIZDOWT, BRRTHREAKF SHETEIGVELOD, SGLT2ZHEEARIXBDOY RV T
HAHTREMA H D=, SCLT2AFFHXBDOIEBRENDE L LEH LTV S,

8.7 HEREZ. R, ZRHDWVIEREADIEIRDH 5N BHERIE. FERRESIZK YEKES
HIZEILESELAREMAH D=0, TN ODEERKEDEERDBERVAFIDAREEZS
BI2BENDD,

8.8 AFIWREIZLY. REBRIABESNTEY . BEOKERILHONI-IEE. &5
REICHET HAREAHLIZEMN D, FETDH &,

8.9 EMBILYBHMEXRFZECTLLHAOD. BFEEX. BBEDEGLRFEIZHR
BELTWARBEITKRET D ESZXIRITIRLENH D, Tl BEICH L T, EMmHE
ERBEVZEDORHLEIZOVTHICEHAT S &, (T 8. (1) EXLGEMERE
HHEIR] DESR)

6. BEDERERI HBABEICHTHEE

(1) GHE - BEEBZFOHLEE

9.1 BHHE - MEEREOHLEE
9.1.1 BAKZEEI LPTVEE (MHEIY FO—LBBHTTROBRFEEE. SfE. F
REWGREES)
FEIDFIRERIZE YBKEECTEENLHSH, [8.3. 10.2, 11.1. 38&]
9.1.2 FRERREE. HRBROHLEE
EREBLSEDIEETNLH S, [8.5. 11.1. 28]
9.1.3 EMBEEECTHEENDHHUTOEEXITRE [8.1, 11.1. 18]
- T EARETERXIEIBHRETEEZRT 585
F RETRIRE
- BEARE
- FRAIGREER
- BEEMEDF R IIRBRENEE
- BLUVEGRESZTSEE
- BEDQTILI—)UERE
9.1.4 1EBRRZEAHT HEHLTELBERVELBHAESE
TEPYR—YREZRITETNAH D, 1ERERKFZEHT HIBELFE2EERY
EHEAREE ZHRE LRREERIIER L TLVEL, [7.3.8.6.1, 8.6. 28]

(f&E%)

9.1.1 MY FO—LAHIPBOTCRRLGHERFBBELSHEZD MFAKEEI LOT L
BE TR, BICBEKORBICBETILENH D=0, BEEICRETSHI L,
(M. 5. EELGERMIELZOER] . VI 7. (2) fiRIEEETOEH] .
o 8. (1) EXGEMEREHGEIK] DESR)

9.1.2 SGLT2PHEFHIERF VIV 3 — XM {BEERALHY . RIBBRE, HBBREOHDIE
ECTR. BROEELICBEETIVENHDICENG BEICEETHI L, (T
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9.1.3

9.1.4

5. EELGEARMEREELTOERA) . VI 8. (1) EXGEIER & WEERK] @
HZR)

- NTEARERRCLS L. MBELFERCERRKEREZAT 2 TERD WK

LWEDDRBFREORZESIETE I LTHERENEDL, £2IT/A VR VRS
MOTELMHY | EIEERTEAMENTINSGD?

Ft-. BIBRERILECTHDALFY—ILIE, BHEZRELTTILAT S
WMERBLEZY. JLATUORIERTUVICKDT ) a— UnBIERZRE
T5, 2FY. BIFHETRICHDL EREHECT )T URRBOBTLRENE
C. BEMENERIYS55LEEZLNTNEY

- BEHIKEE . FRA G B BERREOEFICH UV TIE EMHEEECPT < HEYP,
- BT SHE. BE. BREREDA VR UBEZEMNEMST Z9 7 Fi, Eﬁc
LABERHOMBIEME ZTNIZTHES A VR Y Y RUVTILOA—ZADBEEA~DE
%w%xc;u\Eﬁﬁgw%maatkjhvﬁwﬂm%%mtéwouiw
5., BLLVHRESHRICIHELEZELPT (LD,

- FILOA—LEERT S EFTOHEFENNF ST, ELEISEETIEZTAN
&698) o

(VI 5. EEAGEXMIZEZOEH] . VI 8. (1) EXGEMER & EE
K1 OESR)

IMERFEELEBELFLOBEFZ2NRE L-ERAREFIMEAR
(D1699C000017XER' - ' | D169CCO00015XER'" - '¥ ) RUIBHEHREZFERHRE
LI-EFE#£RISFE IMER (D169AC000015KER" - 20 ) TIXRS SN TH Y EARER
DR, Tz, 1 BBERBEBET F 7O R REHBELPT V0., BEICE
5452¢&, (V. 4 RAERUVASICEET HEE] . W 5. EELGEKRY
AR ELTOEH] OESHR)

9.2.1

BE
9.2 %% EfEERE

EEOBHEREEEIENDTORYPERLES

(1RUBEPRIR. 2BHERR)
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TE. RBEE(T2RMERBEOERNERRERBRBER VI HBERRBOBRKABRBELEAELT
RHEHL. AT R Yy MEMIZOWWTIE., BERKRHABRTEMERLE L TO®MEN LG -T2
f=8. THEFRHE] &L, F=. [KRRERD ) ORBMBE(T2E¥ERK O ENERKREER
A&, 1EUERARDERRABRIE. B LT 2 OEHKHABAER Vg HR ORI ER
BiEEEELTREH LT,
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SEIEREE—R

<2ENEPRIE >

ERE DTbiEzHER (D1692C000055K5%) . EINEMAAKER (D1692C000065888) K U REAIR 58K
(D1692C00012;#ER) TH b I=EIERA—&

MBI RN, 012610 5 6. BIVERIE17261 (17.0%) IZBHoNtz, (FEREE)

&M E I RIE I X 1, 012431 T FR I RIE B X 1, 01241 & & T RAE MBI 4 1, 012451
BEMERZEDELE 5l (%) EEREDIESE il (%) BEREDIELE 51 (%)
RS L UBERE 31 (3.1) BH & URBES 46 (4.5) 7S5 73/ FSUR 1 ©.1)
ERL 8 (0.8) SR 32 (3.2) 25—t ‘
SNIZEIED VO A 9 (0.9) BEHeEEE 6 (0.6) KX EE 1.(0.1)
PREBRER 8 (0.8) BREH 3 (0.3) /MR EE D 1.(0.1)
HEEES 1.(0.1) REER 3 (0.3) B mEREUR L 1(0.1)
SHIZER 4 (0.4) REEHER 1(0.1) EERB L VIAEREE 15 (1.5)
EEREMER 1(0.1) R HCED IR E S 6 (0.6)
MEEEX 1(0.1) REYE 1(0.1) NEREE S i 5 (0.5)
EEE X 1.(0.1) R 1(0.1) BERX 1.(0.1)
LM RETARR 1(0.1) EBRK 1(0.1) BIILAR 2% 1(0.1)
BiERE 29 (2.9) RRERES 16 (1.6) EMRiEsIEER 101
B 16 (1.6) B 3 (0.3) BaEEX 100
TH 3 (0.3) FHEOEL 2 (0.2) || BEsLUHBES 3 (0.3)
B 1010 SRR 2 (0.2) BB EEREH F L 2 (0.2)
A % 1010 RE 3 (0.3) EFRHRE 101
BREERMEERE 1.(.1) fiEEE 1.0.1) RB#BLVOEERES 6 (0.6)
HIERR 1.0.1) RAIEHFE L 1.0.1) IEEREE 2 (0.2)
e R 2 (0.2) 1B 1.(0.1) {E f ™ 1(0.1)
OE% 170D FAEE= 2 —O/F— 2 (0.2) 1BA Y D LinjE 2 (0.2)
ETN 1(0.1 BEENERE 1.¢0.1) =7ILJ= VIR 1 (0. 1)
TIEEE 101 ﬁfﬁ _ 1(0.1) ﬁ&ﬂﬁ% 1¢0.1)
BEEE 1.¢0.1) REHEN 1.(0.1) mESEE 5 (0.5)
ﬁﬁ’% 1 (01) _lﬁﬁﬂlﬁﬁm%'ﬂz 1 (01) %J_.IIIIL‘T: 3 (0 3)
O TR 1.(0.1) SOTEE 101D 2 7 1 1K T 1(0.1)
mEER PR ER. M 2> FO—)LREOME 1.(0.1)
£ & Vs SIS TOD || seusmmE S 0T
EEBE 2 (0.2) tSEORE 1.(0.1) = 1001
B 2 0.2 ORBEE T 1) |t o7
He AR ZE 100 | [~ -25m= =y 0.1
HEREE TOD || sevksamows | 20 20 | TIRAK o
B e 1.¢0.1) =] 18 (1.8) BHJavs 1 0.1
ERIEEHE 1.(0.1) BARK 3 (0.3) ETNT
— BE R B0 B AE 1.(0.1)
ESEREERRE 1.0.1) E 1.(0.1) =
e T L 1.(0.1)
BAARRE 1.(0.1) /| e 1 (0.1) SRS
o FFREERES 4 (0.4)
HHET 1.(0.1) B 1.(0.1) BT ROED)
KBS LUK THRES 12 (1.2) = 1.(0.1) Lo LR '
: FILa—ILEREE 1.(0.1)
25 3 (0.3) THRE 1.(0.1) BT ORD)
=y = 5 .
EmRP 1.¢0.1) KEMZE 1.(0.1) ey
= EERE 1.(0.1)
% 5 FEIE 1(0.1D IREE 5 (0.5) Bl - BB LURER
%@ 1.1 HE R R MR AE 1.1 BHOHEY (BlaES&LUV 3 (0.3)
x5 1.(0.1) AR&ZIE 3 (0.3) K —FEED)
#S 1.(0.1) S REG R 2 R 1.(0.1) EEE 1(0.1)
71:45 1.(0.1) B RIREIE 1(0.1) 2L 1(0.1)
ki 101 | eErigE 10 (1.0) OEH & UORERE RCED
2 1.1 R 5 (0.5) 1 mg. 2.5 mgiE5H% R <
g’f T } 28 }; FRiERERE 0.1
- ' HERD 2 0.2 MedDRA/J ver. 15.0
) K%li ERREBRNOIELEBEEZROS RARMGRNEE TS AN EHISINLER BEEA) O—KBTHD,
- MEm #EJEJ DEEIETO h:—)bfiﬁih]ﬁ%?% FAICERAD MEFIFHREE] #RHVOVTIE L, RRBEFET
DERNEGKHER (F0IbM. FNMHE., REAKESHER) (BT, MEMFEE] & HIEFL=ERIE295TH o 1=, .
- AKRO MEMAEE 6%, ARENEICEY MEMBERER (hypoglycemia like symptom) | & L THE Snf=ht,
mFEEFTOFa—ILTRET S MEMBEE] ISFBTEELSLL 26, FEER (REBRIIBFETELGL) &

LTOAHRELT=,
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<1EUERR IR >
TR EE R (MB1022295K5%. MB1022305 K 5%) . BN E MARMIFZEHER
(D1695C000013xXE&PartB) TH LN I-BIEA—&

REMFHERRIES, 197610 5 5, BIWERIZAFIS mgRFT20445] (32. 7%) | 10 mg¥ 20245 (31.5%) .
T5REET8 (16.5%) IZFBHONT=, (1ZUHERE ZIRENIIZHEEMAEDE)

. = 5 mg 10 mg 7S5tk
=Tl 5 52 FE 451

ik (624451) (641%) (5324)

FEROES Bl (%) Bl (%) Bl (%)

EiE 2 (0.3) 6 (0.9) 2 (0.4)
3 02 | 2 03 | 1 (02
TS 0.2 | 0 0
LEEER 0 5 (0.8) 1 (0.2)

SR 3 (0.5) 1 (0.2) 0
L7 3 05 | 1 (02 |0

T Y S IBA 02 [ 7 02 | 1 02
me4s kA m 1 (0.2) 1 (0.2) 1 (0.2)

B 0 02 | 1 02
CEEBER 0 0 7 0.2)
EXyo 0 T 0.2 | 0

BT 3 05 | 3 (05 | 0
{EfB 3 (0.5) 3 (0.5) 0

Bk 6 (1.0 | 0 0
Bk 6 (1.0) | 0 0

T 305 | 2 03 [ 1 0D
T 3 (0.5) 2 (0.3) 1 (0.2)

HEL 5 08 | 8 (2 | 2 04
FHEHE 5 08 | 8 (1.2 | 2 (04

B bR BB 206 | 6 (09 | 2 04
HERE & 4 (0.6) 6 (0.9) 2 (0.4)

EERE 60 (9.6) [ 56 @7 |13 (24)
WETEE T 02 | 2 03 | 0
AR B 0 T2 |0
HoSERER 02 | 1 02 | 0
BEOER 70D | 6 09 [0
BEH TR 703 | 2 (03 | 0
HEERE 203 | 1 (02 [0
ERAEERE 1722 |15 23 | 0
AR E IR 305 | 3 (05 | 0
SREREEERR 0 T 0.2 | 0
ERE 6 0.0 | 1 (02 | 3 06
NEBE 02 | 0 T (0.2)
NEEHED S TR 0 (1.6 |70 (0.6 | T 02
NEREERR 3 2D |17 @1 [ 5 009
BB A 305 | 1 (02 | 3 06

EEZ5ER 5 0.8 |10 (1.6 | 0
BET S ER 2 03 | 4 (06 | 0
NEEZ >R 305 | 6 (09 | 0

G 5 (0.8 |10 (1.6) | 3 0.6
G 5 (0.8 |10 (1.6) | 3 (0.6

Emk 5 08 | 3 (05 | 1 02
1K 0 ¥ 3 (0.5) 1 (0.2) 1 (0.2)
mEEEENRE 0 T 0.2 | 0
EmEEEE 7 03 | 1 (02 [0

BERAAE 0 02 | 1 0D
EMmBEE 0 0 7 0.2)
BNTE 0 T 02 | 0

Fr7Y F—UR 5 @4 |15 23 | 1 0D
ERRET 7O F—UR 3 20 |12 09 | 1 02
FrFPOR—LX 2 (0.3) 3 (0.5) 0]

T RUR 02 | 1 02 | 1 02
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. . 5 mg 10 mg 7S5tk
ST il ot 2 SE 45
ik (6241%1) (64141) (532451)
BIfEADIESE Bl (%) Bl (%) Bl (%)
R B 0 T (0.2) 0
RES F AR 1 (0.2) 0 1 (0.2)
T rE—UR 8 (1.3) |11 4.7 4 (0.8)
74 ko mE 1 (0.2) 2 (0.3) 3 (0.6)
BREEYT F—X 0 T (0.2) 0
Fh—UR 7 .1 8 (1.2 1 (0.2)
FHEREERES 0 0 1 (0.2)
F5—UF72) FSURTTo—CEM 0 0 T (0.2)
FANSEUEBT7 I/ FSURTI5—EEM 0 0 1 (0.2)
BERE 3 (0.5) 6 (0.9 0
B 2 (0.3) 5 (0.8) 0
BAR 1 (0.2) 1 (0.2) 0
BR 38 (6.1) | 38 (5.9) | 15 (2.8)
REUA 2 (0.3) 2 (0.3) 0
REER 1 (0.2) 7 (.1) 1 (0.2)
R 3 (5.6) | 29 (4.5) | 14 (2.6)
BZBR 1 (0.2) 1 (0.2) 0
BEEX 1 (0.2) 0 0
SHERTER 0 1 (0.2) 0
%5 3 (0.5) 1 (0.2) 2 (0.4
T 1 (0.2) 0 0
25 0 0 1 (0.2)
S5 ERE 2 (0.3) 1 (0.2) 1 (0.2)
BREES 3 (0.5) 2 (0.3) 2 (0.4
s L7 F = o8& 2 (0.3) 2 (0.3) T (0.2)
15 R 3= 0 0 1 (0.2)
BaEE 1 (0.2) 0 0
R 0 1 (0.2) 0
FRERTE B ML T 0 T (0.2) 0
03 18 2.9 |2 (3.9 3 (0.6
OREE 5 (0.8) 1 (0.2) 0
03 13 @210 |24 B.1) 3 (0.6)
EH 0 1 (0.2) 0
EH 0 1 (0.2) 0
REE T 31 (.0 |25 3.9 |2 @7
BERBE % 5 (0.8) 6 (0.9) 3 (0.6)
SHR AR 3 (0.5) 3 (0.5 0
PRE X 1 (0.2) 0 0
PRER BT 23 (3.0 |16 2.5 |22 (41
MRETES B E KL 0 1 (0.2) 0
RN 12 (1.9 | 29 (4.5 5 (0.9)
2R 8 (1.3) | 16 (2.5 4 (0.8)
FREIEN 4 (0.6) | 13 (2.0) 1 (0.2)
rERL 8 (1.3) 9 (.4 1 (0.2)
RERD 8 (1.3) 9 (1.4 1 (0.2)
Z 0t 61 (9.8) | 49 (1.6) | 31 (5.8)
BRI 0 1 (0.2) 0
i 1 0.2) 0 0
BRRE 1 (0.2) 0 1 0.2)
S 0 0 T (0.2)
AUBEIEELE 1 (0.2) 0 0
WEMH 0 1 (0.2) 0
EEERIRE 0 0 1 (0.2)
L 1 (0.2) 0 0
B ETE 1 (0.2) 0 0
® N 4 (0.6 5 (0.8) 0
THES 0 1 (0.2) 0
BERLSE 0 1 (0.2) 0
fuch 5 1) 5 LI 0 1 (0.2) 0
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. = 5 mg 10 mg 7S5tk
=Tl 5 52 FE 451

ik (624451) (641%) (5324)

FEROES Bl (%) Bl (%) Bl (%)
mep+ o LED 1 (0.2) 0 0
me k5 )& ) P 0 T 0.2 | 0
BRER 0.2 | 0 0
ISR 0 1 (0.2) 1 (0.2)
JSETRS 0 1 (0.2) 0
BiEE 02 | 1 02 | 0
FERER 0.2 | 0 0
[oEE 1 (0.2) 0 1 (0.2)
EX 0 1 (0.2) 0
A 0.2 | 0 0
IR 703 | 0 0
RS 0 0 T 0.2
BACHE 2 (0.3) 1 (0.2) 1 (0.2)
FULE—BERE 02 | 0 0
B 02 | 1 02 | 0
BRELENESE 0 0.2 | 0
BREEERE 0 0.2 | 0
BREREERE 0 02 | 0
EBNEE 02 | 1 02 | 0
EREZ12 1 (0.2) 1 (0.2) 0
REEE 0 0 1 (0.2)
EEEEE 0 T 0.2 | 0
SEIERE 02 | 1T 02 | 0
BRIEXZIEES 1 (0.2) 0 0
BBEE 0 0 T (0.2)
B 0 T 0.2 | 0
BHMm 0.2 | 0 0
By 3 (0.5) 0 1 (0.2)
RimRE 1 (0.2) 0 0
& 02 | 0 T (0.2
St R A ER TR I 0.2 | 0 0
ERRE 02 | 1 02 | 0
EEEREE 0 0 T (0.2
EE 0.2 | 0 0
EEBERHER 0 0 T (0.2)
PR 02 | 1 02 | 0
o 0 0.2 | 0
EALUYLNE 0 02 | 1 0D
& M 0.2 | 0 T (0.2)
e 0 T 02 | 0
&5 ) 5L 0 (02 | 1 0D
B 0.2 | 0 0
BXaE TEIERE 0.2 | 0 0
EMEEE 02 | 1 02 | 0
Bt e EEE 02 | 0 0
DN 02 | 0 0
P T 0 0 7 0.4
BT 3 05 | 2 03 | 1 02
5 RIHTE 0 02 | 0
AE7 S F—UR 0 0 T (0.2
B 0 T 0.2 | 0
OEEE 7 03 | 0 0
IR A 02 | 0 0
ELLE ) REEEM 02 | 0 0
TEERR 0 0 T (0.2
ERREERBLES 0.2 | 0 0
Ak RS B 0 0 T (0.2
HRE S 1 (0.2) 0 0]
FhiEfE 2 (0.3) 6 (0.9) 1 (0.2)
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. = 5 mg 10 mg 7S5tk
=Tl 5 52 FE 451
ik (624451) (641%) (5324)
FEROES Bl (%) Bl (%) Bl (%)
RS 2 (0.3) 0 0
FIREER 0 0 T (0.2
T 8§ 03 | 6 09 | 5 (009
KEMEFE 1 (0.2) 0 0
b B # 1 (0.2) 0 0
BERE 0 T 0.2 | 0
BAE 0 0 T 0.2
PETT 0 1 (0.2) 0
EILES 0 2 (0.3) 0
EEE 0 T 02 | 0
Sh MR 0 0.2 | 0
% ERE 3 (0.5) 2 (0.3) 0
= R 0 1 (0.2) 0
S 0.2 | 0 0
B 0.2 | 0 0
TR 1 (0.2) 0] 0
SRTESE R 0 1 (0.2) 0
BAS T 0.2) | 0 0
B Lb 0 T 0.2 | 0
S 1 (0.2) 0 0
AR 1 (0.2) 0 1 (0.2)
i 02 | 0 0
EEYE 0 T 0.2 | 0
PR&EEE 0 0 1 (0.2)
PR Ef 1 (0.2) 0 0
RRERE 0 T 0.2 | 0
B5 0 0.2 | 0
& nt 2 (0.3) 1 (0.2) 1 (0.2
SEE BRI EARR 1 (0.2) 0 0
S EIE TR 02 | 3 05 | 1 02
NEIEEIR 0 T 0.2 | 0
b B MG E 0 0 T (0.2

MedDRA version 20. 1
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<EHLFE>
EfRLFEFEMAAHER (D1699C00001548%) TH oM FEIREEMERA—E

L MEEHl N RAE GBI 2K 2, 3684
BERDEE %l (%)
rEERD 68 (2.9)
TRUBDOURVICESER GEIEER) 35 (1.9)
BEEER 33 (1.4)
B 3 (0.1)
WRBET b7V F—Y R* 1(0.0)
7o sz ] b 1 .(0.0)

MedDRA version 22.0
*x JVHEREKTHERRBYT b7 Y F—CRBEELHE SN-EER
) ElffHERISEMAEEER (D1699C00001545%) Tldk. EELATER. ABREORETPHXIFZEDILEICES
FEEER. RUFETREHEESZRZNEL. FEITRETHFEEEREL T, AiRERd. BEESR.
WERFRT b7 RF—CR, EEQOEIKE. B, MERVIET. TEREUIBOUXVICE->-BR HIKER)
EFHREL, WINIZEZE LBEVWEEEGAEERIINELEL o1,

EfRLREMAAHER (D169CC000015KER) D& EMIFERIT V. 5. (4) REIMFHER OEZS

Byadl &,

F) EFRHERFEMARFER (D169CC000015KER) TIX. BEHIEIZE--FEER. Ui, UIICE--FAE
ER. TRUMD YRV ERHZEERR.BERKRT b7V F—VADAREMNH LS ER. EEOEMAE.
DEMEAS AR b (DEEE, FRERDME) RUKEFR, BREORSHEICES-AEERICHKS
TEEEDAFEERELASTERZNEL. WTIICHLZBLLEVFEELESTEREINE LGN 1=,

<BHBERA>
ERFSMAEHER (D169AC00001HER) THObNIEET X EEUEA—%
2 & 4 5 o SR AE B £ 2, 14945
El{ERDES 5 (%)
KBERL 54 (2.5)
CEREE] 3% (1.6)
TERUBDOUXVICES-FR FEIKER) 31 (1.4)
kil 4 (0.2)
U B BT 3 (0.1)

MedDRA version 23.0
) EfREFEIFEIAEEER (D169AC000015K5R) Tl EELAZTER. ABREDRHEPHXIIBRERLIZE >
FEEER. RUFETREHESZRZNEL. FEBEITRETHFEERERE LT, KiRERd . BEESR.
BRFT T =R, EEQENEE. 5. MEEUIE. TRUBOUXVIZE>-FR (BIKER)
EFREL, WINIZEZS LAVEEEGEERRIINELEL -1,
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9. BRARBRERRICRIFIEZE

12. ERERRERBRICRIFTIEE
AEIOERERFICE Y . AFIRARIFRIER®E. 0F1, 5-A6 1,5-7>E AT L
S h—L) BiEETT, RERVIME S-AGDBRERRIZ, MEIY FO—LDS
BELEIBLRVDTIEET S L,

(fEER)

AENE, BITHEALBEZARMNMIEESE2EAZHE OO, AFIRATIIRERE. IF

1,5-AG (1,5-7 > E FOJILY b—)b) BMEEZETRT . IRERVILET, S-AGDIRERER L.

M#EI PO—LDSELIELLHEWOFET D&,

10. BERS
WESINTULEL

. BRLOIE

4. EALOIE

141 RFXMABRDOEE
PIPEEDEALIPTP— oYK L THRAYT S L S5HEET S ELPTPU—+
DBRARIZE Y, BEOHAMHNREERREARAL., BICEEFEAZH L THERRX
ENEELGEMHEEZHRT S LA”H D,

(f#3R)

PTIPEEDREAREMFHLLD =, PTPRRERMEKIZDOWNT] (EM8EF3IA2TA HEERE240

=) ICAlY, REL,
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12. ZOMDEE
(1) ERERERAICE D CER
15,1 EREREEAIZE D CIF#R
RERFRBEICE T HERNDBERBBROHEREFICENT, 2 TOEHLES
DEBENGIAFFE EABETRKTH 2. BRERUVIETIEIRAFETS
WMERARED oMz, LALEGAL, REMENOERERVIEDOZHETH
BEMTHo - eh D, WThOEFICEVOTHARREDERBRIIEIESH
TULVELY,
(f#SR)
RERRICE T HERNDERGAER (2F DbERUVEMMBEGRER) OHEMBTTIE. £T
DEEH DV EHETHDOESORBRE S, FFTREH (1.5%) & TSR/ REFR
B (1.5%) LETRHKTH 1=, EBaRA T B ICHAATAFIBR TERER VELEORR
FSIZBWMEAMNRED oA, KEIREFE, L ERERVIEOZEHE TOHRENE
Mofz=CEMmb, WIThDEFICEVLWTHLAAEDRRBREIEILISNATULEL,
LALLM s, —REICERFEETERED VR INGFHIEEOLN TS EMD,
EHEEIRONLBURIZETRICBET S &, FHICKFBRERBATICEREDSHX
FEEEZHER L. REPICMRZBO-HEEBREBEHNERLITEHLOEETHLE, &
LERINETI S &,

EYNTUTOIE  E=XRE FIRELE

. (n=5.936) (n=3.403) (95%C)
STOEMHD BT ADES - 1.50% 1.50% 1.03(0.71.1.51)
B —-— 0.30% 0.38% 0.83(0.37.1.91)
AE (HEDH) R 0.45% 0.21% 247(0.64.14.10)
TR (BEDH) —— 0.34% 0.31% 1.60(0.53.5.35)
BBt —— 0.15% 0.03% 5.17(0.68.233.55)
ERRER R P43 e 0.10% 0.12% 0.88(0.19.4.46)
Bi5 — 0.10% 0.12% 0.61(0.13.3.19)
PR SRR RN —— 0.15% 0.18% 0.79(0.24.281)
i —— 0.10% 0.08% 1.84(0.31.19.46)
MAERTU) R — 0.05% 0.12% 0.37(0.05,2.35)
FFEBET — 0.03% 0.03% 0.92(0.04.61.49)
LMERBR(ZIEDH) — 0.07% 0.14% 0.74(0.05.10.74)
EERURFETEA —":— 0.05% 0.06% 0.66(0.07.8.96)
BRER ——— 0.03% 0.09% 0.40(0.03.3.82)
BB R USRI 0.02% 0.00% +Inf(0.01.+Inf)

001 01 1 10 100
FIRELL(95%CI)

EMRUHHATHOMEMORERRFREL (£F IbARUCEIARRGS [30-WD | EH+EHRS5HME] )

;) 30-MU (30-month update) : KEITHOARFIRZBHFIZEWNT, AEOLREHFEREEHTH-HICF L
HoN-EBRALTHREE, I0-WICF3I>DOERNEKAE (£ Ib4E (D1692C000055KE%) . A M4H
(D1692C000065%88) R UEHIR5ER (D1692C0001254ER) ] £&26H. 26 E IbHR U EMMBDR
BAESEND,
BE. BARNKIELICERT IHET—2EERY ., AEFIZIEVIHBOHET—42 (KHBIEE5, 93641,
XTEREES, 4034)) MER Sh TS GHEBE O A LERERERIER (D16920000125888) (FEFEN TULVELY)

147



(2) FERRERHERICE D HH

15.2 JERRPREABRICE D 1%
REEHDIVIEEREITZEH SN TULVELY,

(f#SR)
FEOEERBRICEVTREELEH D VEFEEREFEOoNGM o=,
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X. JERREREERICEY 51RE

1.

EIHAER

(1) FhZEEER
( TVI. RWREICEHTSEE] OESR)

(2) REMEEHR'Y

BE. RHEXIE

REXIIAE.

BEAE mTEYE I B 1SR 125 A R

D&% hERGEIZFZREH | 0 A1) . 10, 30 umol/L. hERGEFRIZIS% LT NEED
FBRAEPY | BAGlC NERE | in vitro BEAAER LI,
e EEREE (n=3)

SR IS | 0GB . 3. 10, AN AEL A EED

TR (n=3) 30 umol/L. BEoHohEMhot=,

in vitro

SIER BEEEC— 7% | 0 GRE) . 30 me/ke MAFTE S A — 5 BT
FUARY— | (BEMES) | E0/EE BESOLBEAS A — I
s FBEED 5 hAEm T
DMER WEE—7L% | 0 Gam) . 5. 30. 180 me/ke/ B5 DHEMEA R

DAY, mER
GDLER

(Z M REN=5)

180 mg/kg/H
#O/3» A

T 513 BB IZQTcHRE D &Y
HEENEBD LN,

MR E—S LR
(BB EEN=11,

1120 mg/kg/H

T 5 EEDHn=10)

0 (&%) . 5. 20,

120 mg/kg/H

gO/12n A/

61 AR5 #®OT—4 &5l

120 mg/kg/ A5 OHEMEA X
T. 6h ABICERELINFER
TR UQTcREfRMDEREMNRDH 5
nzpszIE FEEFIEDHLN
ot

AR R R B E—T X 0 G&HE) . 5. 20, 120 mg/kg/B | PRHBERANDEEERD S
(BRME=4X(E | #0O/120 A nignot,
n=11)

R E B E—J X 0 (&%) . 5. 20, HRRNDZEIROH oI

(B BEMEREN=11.
It#120 mg/kg/ B
BEEHDHn=10)

120 mg/ke/H
#0O/125 B/

Mot=.
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(3) ZDMDEEAR

1) ST 7 SY—DT AV 7+ —L/tDT )L a—REsEKIxt 3 B4R (/n vitro) ™

® SGLTZ 72 )—DT7 4V 7+ —LIZxHd 5:E R
FRUDLEKEET LI —REEFEEEET HE FSMITI, SGLTARUSGLT6Z Zh
FNRERIE L =-CHOMAaZ ALY, £ FSMITT, SGLTAR USCLT6 MR- EE DEGAA I
@I HENRT) 7Py (0.5~500 umol/L) DERAERETLIz, TR, /8
JUonoulE, SELT2ISERMTHY . DSCLTI 7S ) —DT A Y T+ — LAl
5t L CIHERIRETHD Z LR SN,

SELTZ 7S U—DT7 AV 7+ —LITHT BERME
EHR4A SGLT2 SGLT1 SMIT1 SGLT4 SGLT6
Rif4 SLC5A2 SLC5A1 SLC5A3 SLC5A9 SLC5A11
ERTY 78S 0&TAY
74 —LISH Y HSELT2ER M
SMIT : sodium myoinositol co-transporter. + kUM L - T4 41/ S b—)LHEEK
[HERA ]
FRUDLKERET L —REEFEEERT HE FSMITI, SGLTAKRUSCELT6Z Eh
ThRERBR L 1=CHOMilaZ. ¥/371) 702> (0.5~500 umol/L) DFETT
E RSMITI, SGLTAR UFSGLT6MREE ([MCIAMG. [PHIS A4 / ¥ b—JL) & HITH
EL. 2EOHMRABHEEZAE L=
Ffz. £ FDOSGLT2X(XSCLT1 #H 119 HCHOMA%KZE F /8T ) 2ROV DHFEHATT
AMGE £ICHEE L, ANGOMIRRNBREZRE L.

1 1,473 25, 455 6, 000 1,455
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@ DT IV a3—REEKICH T HIER

GLUTT (E FFRIMEK) . GLUT2 (HepG2#fAa) . GLUT4 (E b MERERA#ARE) IZDULVT.
BEHZER I L I—RT7F AV OBRAAZHT E4/85) 70200 DR ERE
Ltzo ZDHE. #5700 20k, 20 umol/LTGLUT4E8+2%MEEL.
100 umol/LTGLUTT, GLUT2R USGLUTAZEERAE L1z, SGLT2(=%t3 ZK{EH0. 55
nmol/LT&H 5 &M, £ FSELT2IC%d Z:EIRMIT E FGLUTT, GLUT2 R TAGLUTAIZ
A~ T36, 0005 AL TH o 1=,

b RGLUTT, GLUT2ZR UGLUTAI=x3 B BHEEE

bS5y R — AT/ ol = DAV JALFY YA bHSTUB
(100 pmol/L) (20 pmol/L) (20 pmol/L)
GLUT1 3.6+£3.6% 4.6+3.9% 47.6+£12.4%
GLUT2 11.6+£3.2% 53.6+5.4% 86.2+4.7%
GLUT4 @ 33+49% 44+7% BIEEY

THEHZERE (n=4)

a: 4R VRRRIGIZNT 2EEEME

GLUT : facilitative glucose transporter, {EH#EPLEERE!SJL O — REEAK
20LF > : GLUTT, GLUT2REEZE

Y4 +FHS5T B GLUTEEEE

[RERA ]

E hIRMmBR (GLUT1Z253R) . £ MAFiERSkHepG2HERe (GLUT2ZHIR) . £ ~MERERAHE
fa (GLUT4ZHIR) £4/87y 7Sy (20, 50, 100 umol/L) FHETFTD-[6-*HI L
a—R (& bRIMEK) | 2-TFF-D-[1-H]V)La—R (HepG2iffifa) XIF2-THF
-[U-"C1 7 )va—R (& boMERERA#ERD) &££I14f (B FFRmnEk) XIK1ESRT (HepG2
#HRE. £ boERERAMERD) HBEEL. VL a—XOMENEEEZRE LT
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2)

3)

NRAES IV —REEICRIFTHER (Sy k) '
FHERBRUERBETILS Y FEAV, 45 J0P VERKRAOKRSICZED
NEETILOA—RADEEICRIFTEZELRIT L=,

FR71) 702 M0.5KTU1.0 mg/kekEICEkY ., HMDFS Y FTREERFPTIL
JI—REHEOEMEMFFITILI—IXBEDETHREO 5. EEEKDR
REFIEREES Y b GEREES v b) TREEO MG o=, DT EM DL, LT
Sy bk (EESvy ) CTIERNESESILI—XEEEMIZEY ., RbS )L a— 8t
REIC K DEMBOREL FHTEDABEMENTR I,

RERVEAKRBRKICRIZTTER (Sv k) 2

EHERFNDELEFEMME (DI0 : diet—induced obese) 5w FDAER UV EKHE
BICRIFTEEERET LT,

DIOZ v MTBEEXRIEH/NF Y oR DU #1AIE2TAMREEORE Lz, &5
FrICHRE, BKERVELEEZATEL. KEOZLFREIMEIZHT HEIE (%)
ELTEHLE, BS5MRVERE2Z2BBIZRIBREZAVCEMERVKRIEHED
BE (%) ZRIEL. SEMEBETMEL -, H5/M1B278 BIC166MERZ O MK
ZHEIM L CERKEFEREICAL T,

ZTOHER.FNT) 70D R SHTEESEEM LN RE525BEORKER,
ZHE8 (0.5.1.0RU5 mg/kg) T, TNZTNHEERIEMN 53.9%. 4. 2% K U5. 6%
B Ltz Tz, 7)) 702005k U5 mg/kegik 512k Y. lBHENRSHIE
NEFEITHEDL LA (WFdp<0.01, Fisher's LSDiE) . iREIREE(ICHEAN
TRIEBEICERZXA NG ST,

LUED#ERMNS, MFFIIILI—XBEDETICEY ., IRILFEF—RE LTOIEH
DOFANTTE SN EMNRBENT, Fi=, SCLT2EEEEAICE YR T ILI—
AFHERET DL TRENICRERDZL 0T I ENEMFITONT,
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4) FEBERE & OBTEMEEMEICET 2RHEER (Sy b invitro)
5 78T U OBKRER T, BREOEREN TS tRBEEHLY LB IMERE
TLIztz8. MBS T 5 EGFRRRUAEREDEBOELERET L.
D BEFREBRICRIEFETINT) 0O REREOEE
FEPRIRE TILOEMERBIDF S v MIBEXIE /T 1) 7aoy (0.5 mg/kg) #1
BIELEMKREROES L. ThETNRRES O4BEREZICITE. S&H. BRX
VRSB DM SRNABRIKE B TR A V07 LA RV TEGTFREDEL BT
L=,
ZTORRE. ChoOEOHRBT. MREERESETFORBICHERELEMERD S
ng, RERECEELEZEREFORBICEEILA LGNz, 2O EMD, N
YR DUIEMBEER IRERECEEL -ERFREEZSISEIILNI
ERENT,

Q@ EEBEMMAKEDIETHEICRIFT I a—RADEE

HMREERPO I I—REENE FEREERKOEIEICRIETEEIZDONT
®etLt= (invitro) .

RPMI16405Eth T AZH S )L O —XEBEZE 11 mmol /L& L THIEDEEBLIE MK (T-24.,
TGCSUP., UM-UGC-3. J82K% UfSW780) #I1E&E L. MfAIBRER(C DLV THRRED T ILa—
A (25~50 mmol/L) DIFEELLE LIz, TORKR. WThOHMEAkKTLERES
ILO—RAEMIT & SHHREREEDEMIBOONT. SREEJIILI—XIEE ME
PRk OBEICITEEERIFSLVEEZ NI,
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2. EHMEHER
(1) BEEEHEER (YVR, Iy b 4X)

DI RE || B5E ke | AROBREE L
s/ B 5 5 S (me/ke) WRY N SR

- 0 G&HL) . 375. 750, 1,500, | MEREE % 1,500, 3,000 me/ke : —REDETE (B3

CD-1 3,000 3,000 EEET. A& NA—BHEICHSNT=,

HE5T /3 &0 3,000 ng/ke : EELHY (KB RUFE

IS PT /B ) NHshi-,

59k 0 GEH) . 375. 750, 1,500, | MEREE & =750 n ke - EELENE (—BREOEI.,

SD 3,000 750 HKERLVRUVEL) A& bNT-,

K5O /2 &0

b5 /2t

E—JILEK 0 Gat) . 200, 500, 1,000 | >1, 000 £HE  B5%10~605LIRIZIEMEA A S

It 358/ B #0O/BID nt=n#,

BID : 1H2ME#%5 (ARsfEIfEIRR)

(2) RIEHBEEMHR (TR, Sy bk, 4X)

’5& (mg/ke/H) . .
MR msawmsme | TeE BT REFR
s/ B (mg/ke/H)
2599

< Z/CD-1 4.1, 25, 43, 75 75 BEICER LERTEAH 5NGEMNoT,

B 187/ B £0/00/1580

187/ B

<R/ | 0 GaE) . 50. 150, 250, 150 “BRBOTL HEORE - BE. B

107/ B 400 B, P, BREBET)

I 10PT/ 2% #0O/3nA 250, 400 mg/kg/H : L=
<250 me/kg/ B : RO

v k/SD 0 (&%) . 5. 50, 300 50 300 mg/ke/B : FCERREHBFHAE

1100E/3 #0/00/15 8 (RABEOIEILHE, BRHR - EiE.

100/ B¢ B )

v k/SD 0 (&%) . 5. 50, 200 50 200 mg/ke/B : FCRWREHEBFHAE

1150 /3 #0/00/35 A (B R AT RO RIS AT,

B 15/ B¢ R, £EEOULIE, W
#®)

v k/SD 0 (&%) . 5. 25, 150 25 150 mg/keg/H : L., BRESOEM, Mo

307 /3 #0/00/6 A EORKEAE. BHAOKE (RAEOL

30T/ B SOLH. RIS S R L RBR
) . FRRUBECOMABNIE (i
0#)

E—J LXK 0 (&%) . 5. 25, 250 25 250 mg/kg/BEE : BHRUSELVIZAE

iag/ B #0/00/15 8 b ORI LF

wom/B

E—J LXK 0 (&%) . 5. 30, 180 30 180 mg/kg/BHE : REBRUAILSTLD

5T/ B #0/00/35 A . FEOCHBES (#07) . WS

S/ Bt B LR

E— LK 0 G&#) . 5. 20, 120 120 155 (B LT BUAAT R R U RS0

HE118E/8% #0O//6XIX121 A FREHLNLGEMN DT,

1158/ B¢

QD : 181EEZE
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(3) BIEEMRER (/nvitro. Sy k) '"®

BE. SIRBEEILRE
ET) . 50~210 pg/m
(AEsMEIRRER. SORELE
MERIFFET) RU25
~150 pg/mL (2085MEIRR
. SORELEMILRER

- , ENiE/ R/ BEE. ®RE&EK/ et e
FBR DI Tt B 1505 4808 /45 B0 RET SR
BIRERERRR FRXSIFIRE(TAS, | 31~2,000 pg/plate ZEREEFHREEH LN
TA100,TA1535,.TA1537) Mot
KIBEWP2 wvrAtk 62~5,000 ug/plate
FEAEERR CHO#mEE 50~250 pg/mL (4B§RE | REUEHAERIEFET T

FRT Y72 UIck BHCHO
MEOXBEDEBEERES
FREFEETHo =, —A.
KEFRIEREFEETIZE L
TIF100 peg/m Ll EDiRE
TRBADBEREEFR

'zF) LA BHMEBEIFR LY
in vitro Notz,
LR EDREL S 4 /35 | CHOHIRE 50~300 wg/mL(4B5RERE | LT h bR AE T £ CHOSA
yoaly (FaEvy =, SORBUEMILREE | BICBUVLTSIRBIERLER
Y a—LKHIPRET ) FETICHEWVLTIE200
ELTFR) IZHITBHE in vitro pg/mMUEDBECEAER
BAEERR BEEEZHEUENIZOLN
T=o
ZEAEESERME MG | CHOMA 200, 220K U240 pg/ml | REREETIIEELHMKEE
HtLDRES (ArsfERE. RBUEM | 2R L. MAaEEIGI A A
EREFET) LNBREICE TSI H
in vitro FHILREETOHTER
AEBEEEZFHE L
RiEm ) R EkERAWN: | Tv ~/SD 0 (GAt%) . 25, 100, 150 | X AKEEFZFHEEEIH 5N
Z2EAEEHAR HE100T /B4 & U200 mg/kg/H otz
ME10PT/ 3 #0/a/11 A
INZERER v k/SD 0 (&%) . 350, 700% X | 1,050 mg/kg/H : BLERU—
HESDL /B 1,050 mg/ke/ B ARIREEEAL (C & U /INZEEME
i3 #0/aD/38R/ [E3EHE LA o7z,
RAME (700 mg/kg/H) &£
THREBREEFHRMELEH L
nigh-ot=,
v k/D 0 G&#) . 150, 300, 500 | ¥ ffi =T &% 7% & &= F = 250
HEDPT /3% R U700 mg/kg/H mg/kg/BETEHMEL TH . &
#0/0D/258R] BREEFRMEEIAONG
v k/D 0 G&f) . 75, 150, 200 | M >7f=,
HETIC/ 3% R U250 mg/kg/H
#£0/0D/258R]
A TE HADNA S Ak 5 B v k/D 0 GAEE) . 175, 30R Y | SELHDNAEHKDEMEFE
HE100T/ 3 700 mg/kg Lih otz
#0O/8E

QD : 181EZE

SOEIEMALR : F I O—LPAORBBERESREICEET 55 Y FOFBOKRE S Rr— FDSIES
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4) BARMERR (Sy b, THR) 7
CD-1%<T R (60RL/14/8) 12/ T) 20D ZHICHKA0 mg/keg/B (AUCo-an
33.5 ug-h/ml. KERIKIEZEFAE TOAICDA6ME) | HEITHRK20 mg/ke/B (AUCo-2an
48.6 ug-h/mL, R67f%) OAETIBIEMEOKRE L=, TOHR. &ZK24» AMD
’E5T. BRECEEALEEBSEEBEMNEAONEN 1=,
SDRZw b (TORL/1E/8) ITZNT ) 702U %0, 0.5, 2R 10 mg/kg/ BDAET
RRI0EM () XIX105EM[E () . 1H1EEOREL-, TORR. ETERSH
ZERRAE TOAICHSME. M TIIMEDRZJEEICSENTH, BREISERL-EBERE
BmE#HohEhof,
SDZEES v b (50ML/8) ZRALM=61 AMERETOE— 3 UERICELNT, 81T
LREORBHEERVCZEKICHT 24/ 702 (0.5 mg/ke/H) BEDFE
FEBEHLNGEIN DT,
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(5) AEFRESFMHHR (S b, VHF)

118)

. EmiE/ &kE58 (mg/ke/H) | .
;&;EOD Rif/ "5 B/ EHEE (:‘z;}kgi HETRERR
) /B /5
ZHRERY | Sy b 0 GAfE) . 15, 75, | —fiRIREE - WIFhORETHMHDORE.
BRETOH | D 300/210 (%558 ~) (#) 75. ZHEeh D DN TMBEREICE
WMEARESEAE | HE25PT/ B -0 GRS . 3. 15, | (M) 15 ZixHohEMoT,
It 250C /B 75 ETERER U 300/210 mg/kg/ B & . FEF R D
#20/aD WHARE : 75 Tt (BFEBERVEFHO
B, BEER) HaHdhi,
BE-BRIR% | 3FES v b | 0 GAfE) . 37.5. 75, 75 =150 mg/kg/ B : BEWIZIREIC
& SD 150, 300 BEELEEINAONI-AET
25T /& #0/0D (4FYR6~158) DHFEEEMELH DT,
R HYE | 0 GEBE) . 20, 60, 180 180 WFhoBETH., BE5ICHE
NZW #0O/0D (3EPR7~198) LE-EORTCRUFEESEIEH
221/ B LNEMNo T,
BEMEY | FES Y~ | 0 GAE) . 150, 225, B2l =150 mg/kg/ B : BEXREMNLR
EIz&1+5 | 150/3# 300 SN KT
TARII)- #0O/0D (4EYR6~128) 225% 1*300 mg/kg/B : MRIET-ZR
¥ AN
BECEEL-REKRENLR
BHOTILI—REEDETH
HFonf-MN, COELEREET
EOBELIMGREERIEREDO LN
Hhot=, S 5I2, BEYMOMmE
ALTILREDEMMNA LN
fzh. COEIITRAEKREFNT
[TiEmot=,
AR - | EIRS v b | 0 GESE) . 1. 15, 75 | Fo—fgE1E : 75, BEY F) : WThOBETE
X% 0| D #0O/ (FR6EA S | Fi—RREME - 1 BREREORTIEAHS5NEL D
£, B | 240/F# IHH20~22H) Fi45ERE : 75 f=s
HERE HER F) : =15 mg/kg/BD
HAETHRERD. 75 mg/kg/AE
TEZRIEOHEREE () RU
BE () oEmsrHsNT,

Q: 181EEZE

(6) BFTRIZIEHER

RARRERENMEOTH SO, BIFRIBIEICOWTEFHHm LG > 1=,

(1) ZDHD%H*REM

1) HEERVRESEHER

RERICHT D

B2 480

E%

BHEHRIEIRE L GA o=
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2) EMRBRHFICET SR

o T RE | B5E meke/B) . L
ABRDIR TIR/E | BSEE/R5EE/ 5 T NS
AN LR UE~DEE
RO L a—= | 5 F/SD 250 (RERHE) T RERUENENER (R
o i 107T /¢ 250 (FILa—ZFEHE) | BUILI—REM) (= SIS B
#0O/0p/108 HEIHONEM DT,
MmEFFAILSILA | Ty k/SD 0 (&%) . 250 KE. MFYSILI—X.1,25-CE
R H207C /8 ©0/88 ROESES S UD. ALY oo

LB L MEDIVS DL RP D
WL, Y oEEmL =,
BANLTILRIE EZ S DI
BELEWALY Y LDOBERINE
MICERT 5 _RMELTHS
EMNTREBEINT-,

ERUVAILDDL | Ty /D 300/225 ($%&518H~) FHEBE~DEEZIH NG,
EEE~DEZE I 20PT /2% #0//1%A T
EEREUVERB~DFE
SCLTFREH D2 THERKHME | 0.001~100 uM BHREICET2ERENDI Y Y
(in vitro) B Sk #Aa#k (LLC- A4 =2 RIESCLTI/ 2D FEEFRY
PK1#8Ra) BRFICEEMICEZES LGN

CENTHREN, Ty FTHEES
NE=EERORERTEBEVNEEZ

bht=,
ERROFELRERF v~/ 0 (&) . 50 BREEEORIRTRCEOREM
HE10PT/ 3 #0O/0/15 A8 BEMEILEIEA NG, ST,
BERtRE
BRERIC & 1T DEERE | SGLT2/ v o 7™ | 150 A E CTHIE LERR SGLT2/ O 77 hROREHFHE
BORE k<9 X 36T (i BMIDREDHLIGEFHON
23PT, J#13PT) ootz
FHERTH RIS
PT (EfE16PT, W17
)

QD : 181EKZE
3) RTFMHEEER

T 70D VEFERHRICIEVTHEARRADEREEST. M~D2 M
LEWNZ e, KEFEHHAREER LGN o1,
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X. EEMERICEAY SHE
1. FAHX5
R
M EEER
AR —EMEONMAZLIZLYFERT LS L
BHES -
ZELAEN

2. ARHME
BERHR 35

3. ARNRETHIE
=aR#E

4, BRWLWEDEE
20. EURLLEDIEE
XIFPTPL— A LRYHLI-#IF. B8 - S2Z8T5Z L,

5. BERITEM
BEMEXRRAAL:FHY (1. 6. RIPOME] DIESH)
<FYyoLsY - HY
TOMDEERITEM: 7+ V—HREMASNDIEBSA - CREOH [BhRe#E] .
TAV—HREMASNDIEBERFDEESA - CREDOA~ NRBERE] . 74—
HEIRRERFEERITHA L EFH—F) [RMERRF] (1. 4 BEGAICELT
BT~ St OESR)

FshEE . R—4 S5 825mg 50mg. )L+ T « £€2. bmg Smg. LT 40D 4 JLL2. 5mg, TARJL
H520mg. HF S ILEE100mg. HF 4 )LODEE100mEg. v T« 7 > A EE10mg 25mg

1. BEFfEEERR
20124F10A58 (F—R 31U 7)
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8. WMEWMFTARFARRVARES. EMELRHFRAB. WchBFAR
BERFEAREA B - 2014438248
ARES : 22600AMX00528 (T4 > —FH .45 mg) . 22600AMX00529 (74 L —H.4&10 mg)
EMELEIHEAB - 20144658238
BRSERAsA4 A B : 201445H238

9. MEEXITHFEM. RERUVAELEEENFOFABRVEZORE
—EREE AR : 2019473268
1B ¥E PR 7
—#REE AR : 20204£11A278
BHLFE ZL. BEOTE2OBRENTEREZRTTVLEEICRS.
—EREE AR : 202148 A 250
BUBEA L. RHEBTEXEBIETFOBE LR,

10. BEERR. BMEERARFABRUVZTORRE
RRERIRBEEMRBMEAR : 202453R68
EERL EEERFORE. IR UVREMOHRFICET HEEF4KEEEIS (K
REEEH) 1HoNFETOVTRIZEZELEL

1. BEEHME
2RINEPRYS - 84 (201443R 2485 5202243R23R)
1RUBERRSR - 44 (20194E3F26B M 5202343 H250H)
BHELDTRLE  45F (2020F11A27E8M 52024511 H268)
BB - 45 (20214£8H2585 5202548H248)

12. REHMFIRICET H1HH
AHF, REHEICEAT HFIRITED 5N TULVEL,

13. &fEI2—F
wne | BeoeaE T | EAEEAD— K | HOT O | L7 HEEME
49—k YJa—1Fr) BS SRFLEAOI—FR
JAYTAR | 060010F1027 | 3969019F1027 | 123419001 | 622341901
2 ZTAR] soc0010F2029 | G069010F2023 | 120420601 | 622342001
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14. R LEDER
(FFSEIA10B REHR0110 FE105) h#r
(EESERMBREEILOME - HREOEFICTHESBESEO—HHREZFIZDOLTI
(FF2E11A27TE REHK112] #35) OENION)DERD& S I1ZHDH 5,

(1) 74 > —7 fedbmg R V'R FE10mg
@ EBHLETE
MEERIEHRICENT, T2, BELDTEOEREMAEEZT TS EEICR
%, | EENTVWSHDT, FRICLUE>TIXFHHRBET S L,

Qg B iR

1) BEXEHMRICENT, =L, RABTEXEEMBITHOBEER, |
ESNTLAHDT, FRICHE>TRTREBEET D&,

2) MEEREHRICEET HEEICH T, TeGFRA25mL/min/1. T3m* RiHD EE T
F. AFOEREBEEANLTDICHEONLGVATREENH S & FHIEE5H(ZeGFR
METTEHENDHY. BRERENBLTIEEINLHS MG, BEDY
EMZEESICHET S, | RU T TERERE] OEORRTERAAL. ERKE
BRICHAANON-BEOER (RKRE. FRAX. BHES) Z1+oCEELE
. BUEBERICRTEHM FSAVICE T 22 MBEZESEIC. BHEE
ERRT D E, | LS TLEHDT. ARFDIRERIRICH 1= > TIE, RRF
DEISEEZETH S &I L -ERARVHERICAWNEEDIES (eGFROEZET.)

DERBMAMEORMER ISR T S &,
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XI. X#®
51 Rk

1.

)
2)

3)

4)

5)

6)

7

8)

9)

10)

11)

12)

13)

14)

15)

16)
17)

18)

#HAEH (BANE2DbHEEER)  (ML-1026-JP-0178) (0101-051-0025A)

#HREH QEERRF BENFEIMRLEHBR-BEMFEHR-[EREER]) (ML-1026-JP-
0177) (0101-051-0003A)

Kaku K. et al.: Diabetes Obes Metab. 2014; 16 (11) : 1102-1110. (ML-1026-JP-
0195) (0101-051-0044B) (PMID: 24909293)

#HREH QEMERRE BREHARARSHAR-BEMEEZRVMERTE L OHRAE
EEER-)  (ML-1026-JP-0077) (0100-051-0014A)

Kaku K. et al.: Diabetes Ther. 2014; 5 (2) : 415-433. (ML-1026-JP-0139) (0100-
051-0040B) (PMID: 25341477)

Kaku K. et al.: Diabetes Obes Metab. 2013; 15 (5) : 432-440. (ML-1026-JP-
0166) (0101-051-0015B) (PMID: 23194084)

#HRER (RERR : BERARFENHAKR-NB102230558 24BMEHEE 2HK%
M) (ML-1026-JP-0321) (onos000144)

#HRER (RERR  BERARFENHEKR-NB1022305458 2ERMKRARE 2H4%
M) (ML-1026-JP-0322) (onos000145)

#HREN (RERRF  ERFXRFEIAERE-NB1022305X5 BAALH) M-1026-
JP-0323) (onos000146)

Mathieu C. et al.: Diabetes Care. 2018; 41 (9) : 1938-1946. (ML-1026-JP-0303)
(ono003106) (PMID: 30026335)

Dandona P. et al.: Diabetes Care. 2018; 41 (12) : 2552-2559. (ML-1026-JP-
0316) (ono004210) (PMID: 30352894)

#HAEH (REERR B ELIARER-NB102229558 24BMEHKRE) (ML-1026-
JP-0319)  (onos000142)

#HAEH (REERR B ELIARER-NB1022295(5% S2BMRE®RSE) (ML-1026-
JP-0320) (onos000143)

Dandona P. et al.: Lancet Diabetes Endocrinol. 2017; 5 (11) : 864-876. (ML-
1026-JP0287) (0101-051-0126B) (PMID: 28919061)

McMurray JJV. et al. : N Engl J Med. 2019; 381 (21) : 1995-2008. (ML-1026-
JP-0340) (0n0900022) (PMID: 31535829)

HRE R (ERH£ R 5 IS ER-D1699C00001 5 5&%) (ML-1026-JP-0357) (onos000328)
Solomon SD. et al.: N Engl J Med. 2022; 387 (12) : 1089-1098. (ML-1026-JP-
0451)  (ono018407) (PMID: 36027570)

HRE R (EEH£ R 5 TS ER-D169CC0000155&%) (ML-1026-JP-0446) (onos000500)
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19)

20)

21)

22)

23)

24)

25)

26)

27)

28)

29)

30)

31)

32)

33)

34)

35)

36)

37)

Heerspink HJL. et al. : N Engl J Med. 2020; 383 (15) : 1436-1446. (ML-1026-

JP-0366) (0n0900036) (PMID: 32970396)

#HAEF (EFFHE S DA ER-D169AC000015K5%) (ML-1026-JP-0368) (onos000447)

#tN&EH (DECLARERRER : 7~ b A L)  (ML-1026-JP-0376) (onos000448 )
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2. BHNICEITBHEREKRZIEER
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ABIZHITHERLEDFE 9.5 1E5@1 . 9.6 ZEIFE) QEORHIILUTOEY
TH5,
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H REAE
F% M D SmPC Pregnancy
(2024%128) There are no data from the use of dapagliflozin in pregnant women. Studies

in rats have shown toxicity to the developing kidney in the time period
corresponding to the second and third trimesters of human pregnancy.
Therefore, the use of dapagliflozin is not recommended during the second
and third trimesters of pregnancy

When pregnancy is detected, treatment with dapagliflozin should be
discontinued.

Breast-feeding

It is unknown whether dapagliflozin and/or its metabolites are
excreted in human milk. Available pharmacodynamic / toxicological
data in animals have shown excretion of dapagliflozin/metabolites
in milk, as well as pharmacologically-mediated effects in nursing
offspring. A risk to the newborns/infants cannot be excluded.
Dapagliflozin should not be used while breast-feeding

Fertility

The effect of dapagliflozin on fertility in humans has not been
studied. In male and female rats, dapagliflozin showed no effects
on fertility at any dose tested
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US @ Prescribing
Information
(20242128)

Pregnancy

Risk Summary

Based on animal data showing adverse renal effects, FARXIGA is not
recommended during the second and third trimesters of pregnancy.
Limited data with FARXIGA in pregnant women are not sufficient to
determine drug-associated risk for major birth defects or
miscarriage. There are risks to the mother and fetus associated
with poorly controlled diabetes and untreated heart failure in
pregnancy

In animal studies, adverse renal pelvic and tubule dilatations
that were not fully reversible, were observed in rats when
dapagliflozin was administered during a period of renal development
corresponding to the late second and third trimesters of human
pregnancy, at all doses tested; the lowest of which provided an
exposure 15-times the 10 mg clinical dose

The estimated background risk of major birth defects is 6 to 10% in
women with pre-gestational diabetes with a HbAlc greater than 7%
and has been reported to be as high as 20 to 25% in women with HbAlc
greater than 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 embryofetal risk

Poor |y controlled diabetes in pregnancy increases the maternal risk
for diabetic ketoacidosis, preeclampsia, spontaneous abortions
preterm delivery and delivery complications. Poorly controlled
diabetes increases the fetal risk for major birth defects
stillbirth, and macrosomia related morbidity.

Lactation

Risk Summary

There is no information regarding the presence of dapagliflozin in
human milk, the effects on the breastfed infant, or the effects on
mi lk production. Dapagliflozin is present in the milk of lactating
rats. However, due to species specific differences in lactation
physiology, the clinical relevance of these data are not clear.
Since human kidney maturation occurs in utero and during the first
2 years of l|ife when lactational exposure may occur, there may be
risk to the developing human kidney

Because of the potential for serious adverse reactions in breastfed
infants, advise women that use of FARXIGA is not recommended while
breastfeeding.
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Effects on fertility

In a study of fertility in rats, no effects on mating, fertility

or early embryonic development were seen when males received oral
doses up to 210 mg/kg/day or when females received oral doses up to
75 mg/kg/day (yielding plasma AUC values at least 1000 times the
clinical exposure at the maximum recommended human dose [MRHD] of
10 mg/day) . However, at 210 mg/kg/day, a dose associated with
profound toxicity (including mortality) , seminal vesicle and
epididymal weights were reduced; sperm motility and sperm counts
were reduced; and there were increased numbers of morphologically
abnormal sperm. No adverse effects on sperm or male reproductive
organs were seen at 75 mg/kg/day (700 times the clinical exposure
at the MRHD)

Use in pregnancy - Category D

There are no data from the use of dapagliflozin in pregnant women

Studies in rats have shown toxicity to the developing kidney in the
time period corresponding to the second and third trimesters of
human pregnancy. Therefore, FORXIGA must not be used during the
second and third trimesters of pregnancy. When preghancy is
detected, treatment with FORXIGA should be discontinued

In conventional studies of embryofoetal development in rats and
rabbits, dapagliflozin was administered for intervals coinciding
with the period of organogenesis in humans

An increased incidence of embryofoetal lethality, decreased foetal
weight and an increased incidence of foetal visceral and skeletal
anomalies were seen in rats at maternotoxic doses (oral doses
greater than or equal to 150 mg/kg/day) . The no observed effect
level for embryofoetal effects in rats was an oral dose of 75
mg/kg/day (1530 times the exposure in patients at the maximum
recommended human dose [MRHD]) . No developmental toxicities were
observed in rabbits at oral doses up to 180 mg/kg/day (1265 times
the exposure in patients at the MRHD)

Use in lactation

FORXIGA must not be used by breastfeeding women. It is not known
whether dapagliflozin or its metabolites are excreted in human milk

Studies in rats have shown excretion of dapagliflozin in milk.
Direct and indirect exposure of dapagliflozin to weanling juvenile
rats and during late pregnancy are each associated with increased
incidence and/or severity of renal pelvic and tubular dilatations
in progeny. The long-term functional consequences of these effects
are unknown. These periods of exposure coincide with a critical
window of renal maturation in rats. As functional maturation of the
kidneys in humans continues in the first 2 vyears of life,
dapagliflozin—-associated dilated renal pelvis and tubules noted in
juvenile rats could constitute potential risk for human renal
maturation during the first 2 years of life. Additionally, the
negative effects on body weight gain associated with lactational
exposure in weanling juvenile rats suggest that FORXIGA must be
avoided during the first 2 years of |ife
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No dose adjustment is required for the treatment of type 2 diabetes
mellitus in children aged 10 years and above. No data are available
for children below 10 years of age

The safety and efficacy of dapagliflozin for the treatment of heart
failure or for the treatment of chronic kidney disease in children
< 18 years have not yet been established. No data are available
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The safety and effectiveness of FARXIGA 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
The safety and effectiveness of FARXIGA for glycemic control in
type 2 diabetes mellitus have not been established in pediatric
patients less than 10 years of age
The safety and effectiveness of FARXIGA have not been established
in pediatric patients to reduce the risk of:
- sustained eGFR decline, end-stage kidney disease, cardiovascular
death, and hospitalization for heart failure in patients with
chronic kidney disease at risk of progression
cardiovascular death, hospitalization for heart failure, and
urgent heart failure visit in patients with heart failure
hospitalization for heart failure in patients with type 2
diabetes mellitus and either established cardiovascular disease or
multiple cardiovascular risk factors.
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Safety and effectiveness of FORXIGA in paediatric patients have not
been established

Delayed growth and metabolic acidosis in rats were observed in both
sexes at higher doses (greater than or equal to 15 mg/kg/day) .
The developmental age of animals in this study approximately
correlates to 2 to 16 years in humans

175




XIO. {& &
1. H - REZIBICHEL CHEKHRETSCHz>TOSEER
(1) ¥
ZLERAL

2) B - WEERUEERSF 21— T OB
BBERE L

2. ZOMOEEE
HLEHAL

176



IF420@B FXG-T004N



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

	6. RMPの概要

	Ⅱ. 名称に関する項目
	1. 販売名
	（1）和名
	（2）洋名
	（3）名称の由来

	2. 一般名
	（1）和名（命名法）
	（2）洋名（命名法）
	（3）ステム

	3. 構造式又は示性式
	4. 分子式及び分子量
	5. 化学名（命名法）又は本質
	6. 慣用名、別名、略号、記号番号

	Ⅲ. 有効成分に関する項目
	1. 物理化学的性質
	（1）外観・性状
	（2）溶解性
	（3）吸湿性
	（4）融点（分解点）、沸点、凝固点
	（5）酸塩基解離定数
	（6）分配係数
	（7）その他の主な示性値

	2. 有効成分の各種条件下における安定性
	3. 有効成分の確認試験法、定量法

	Ⅳ. 製剤に関する項目
	1. 剤 形
	（1）剤形の区別
	（2）製剤の外観及び性状
	（3）識別コード
	（4）製剤の物性
	（5）その他

	2. 製剤の組成
	（1）有効成分（活性成分）の含量及び添加剤
	（2）電解質等の濃度
	（3）熱量

	3. 添付溶解液の組成及び容量
	4. 力価
	5. 混入する可能性のある夾雑物
	6. 製剤の各種条件下における安定性
	7. 調製法及び溶解後の安定性
	8. 他剤との配合変化（物理化学的変化）
	9. 溶出性
	10. 容器・包装
	（1）注意が必要な容器・包装、外観が特殊な容器・包装に関する情報
	（2）包装
	（3）予備容量
	（4）容器の材質

	11. 別途提供される資材類
	12. その他

	Ⅴ. 治療に関する項目
	1. 効能又は効果
	2. 効能又は効果に関連する注意
	3. 用法及び用量
	（1）用法及び用量の解説
	（2）用法及び用量の設定経緯・根拠1）～10）、15）、16）、19）、20）、23）～27）

	4. 用法及び用量に関連する注意
	5. 臨床成績
	（1）臨床データパッケージ
	（2）臨床薬理試験
	1）単回投与試験（MB102010試験）24）
	2）反復投与試験（MB102025試験）24）
	3）反復投与試験（MB102002試験）（外国人データ）29）
	4）反復投与試験（D1695C00001試験PartA）30）

	（3）用量反応探索試験
	（4）検証的試験
	1）有効性検証試験
	（i）無作為化並行用量反応試験
	日本人2型糖尿病患者を対象とした国内第Ⅱb相試験（D1692C00005試験）1）、6）

	（ii）比較試験
	日本人2型糖尿病患者を対象とした第Ⅲ相臨床試験（D1692C00006試験）2）、3）
	1型糖尿病患者を対象とした第Ⅲ相比較試験（MB102230試験）7）～10）
	1型糖尿病患者を対象とした比較試験（外国人データ、MB102229試験）11）～14）
	慢性心不全患者を対象とした第Ⅲ相臨床試験（D1699C00001試験：DAPA-HF試験）15）、16）
	慢性心不全患者を対象とした第Ⅲ相臨床試験（D169CC00001試験：DELIVER試験）17）、18）
	慢性腎臓病患者を対象とした第Ⅲ相臨床試験（D169AC00001試験：DAPA-CKD試験）19）、20）
	アジア試験＜参考＞（外国人データ、MB102054試験）31）、32）
	メトホルミン併用試験＜参考＞（外国人データ、MB102014試験）33）～35）


	2）安全性試験
	日本人2型糖尿病患者を対象とした第Ⅲ相臨床試験（D1692C00012試験）4）、5）
	日本人1型糖尿病患者を対象とした長期投与試験（D1695C00001試験PartB）25）、26）


	（5）患者・病態別試験
	（6）治療的使用
	1）使用成績調査（一般使用成績調査、特定使用成績調査、使用成績比較調査）、製造販売後データベース調査、製造販売後臨床試験の内容
	2）承認条件として実施予定の内容又は実施した調査・試験の概要

	（7）その他


	Ⅵ. 薬効薬理に関する項目
	1. 薬理学的に関連ある化合物又は化合物群
	2. 薬理作用
	（1）作用部位・作用機序
	（2）薬効を裏付ける試験成績
	1）SGLT2の阻害作用（in vitro ）
	① ヒトのSGLT2及びSGLT1に対する阻害活性及び選択性49）

	2）血糖上昇の抑制及び尿中グルコース排泄の促進作用（ラット）55）
	① 正常ラットにおける単回投与試験
	② 正常ラットにおける薬力学的作用の持続性
	③ ストレプトゾトシン誘発糖尿病モデルラットにおける単回投与試験56）
	④ 遺伝的糖尿病モデルZDFラットにおける単回投与試験57）
	⑤ 遺伝的糖尿病モデルZDFラットにおける反復投与試験58）

	3）グルコース処理能及び膵β細胞機能及び形態に対する作用（ラット）59）
	① 高インスリン正常血糖クランプ試験によるグルコース処理能に及ぼすダパグリフロジンの作用の評価60）
	② 高血糖クランプ法による膵β細胞の機能及び形態に及ぼすダパグリフロジンの作用の評価
	③ 高血糖クランプ法による膵β細胞の機能及び形態に及ぼすダパグリフロジンの作用の評価（介入試験）

	4）その他の反復投与試験61）
	5）心保護作用（マウス）
	① 前糖尿病ob/ob−/−マウスにおける冠動脈微小血管機能及び心収縮性に対するダパグリフロジンの作用62）
	② NOD様受容体タンパク質3（NLRP3）/アポトーシス関連スペック様タンパク質（ASC）インフラマソームの活性化及びT2DMマウスにおける糖尿病性心筋症の発現に対するダパグリフロジンの作用51）


	（3）作用発現時間・持続時間


	Ⅶ. 薬物動態に関する項目
	1. 血中濃度の推移
	（1）治療上有効な血中濃度
	（2）臨床試験で確認された血中濃度
	1）健康成人における薬物動態（単回投与）24）
	2）2型糖尿病患者における薬物動態（反復投与）24）
	3）1型糖尿病患者における薬物動態（反復投与）（D1695C00001PartA試験）30）

	（3）中毒域
	（4）食事・併用薬の影響
	1）食事の影響（外国人データ）63）
	2）併用薬の影響
	① ピオグリタゾンとの併用（外国人データ）64）、65）
	② シタグリプチンとの併用（外国人データ）64）
	③ グリメピリドとの併用（外国人データ）64）
	④ メトホルミンとの併用（外国人データ）64）
	⑤ ボグリボースとの併用66）
	⑥ ヒドロクロロチアジドとの併用（外国人データ）67）
	⑦ ブメタニドとの併用（外国人データ）68）、69）
	⑧ バルサルタンとの併用（外国人データ）70）、71）
	⑨ シンバスタチンとの併用（外国人データ）70）、71）
	⑩ リファンピシンとの併用（外国人データ）72）
	⑪ メフェナム酸との併用（外国人データ）72）
	⑫ ワルファリンとの併用（外国人データ）71）
	⑬ ジゴキシンとの併用（外国人データ）64）



	2. 薬物速度論的パラメータ
	（1）解析方法73）
	（2）吸収速度定数73）
	（3）消失速度定数
	（4）クリアランス73）
	（5）分布容積（外国人データ）74）
	（6）その他

	3. 母集団（ポピュレーション）解析
	（1）解析方法
	（2）パラメータ変動要因73）

	4. 吸 収
	（1）吸収部位
	（2）バイオアベイラビリティ（外国人データ）74）

	5. 分 布
	（1）血液―脳関門通過性
	（2）血液―胎盤関門通過性
	（3）乳汁への移行性
	（4）髄液への移行性
	（5）その他の組織への移行性
	（6）血漿蛋白結合率79）～81）

	6. 代 謝
	（1）代謝部位及び代謝経路（外国人データ）
	（2）代謝に関与する酵素（CYP等）の分子種、寄与率
	1）UGT1A9の遺伝子多型86）

	（3）初回通過効果の有無及びその割合（外国人データ）74）、87）
	（4）代謝物の活性の有無及び活性比、存在比率88）

	7. 排 泄
	（1）排泄部位及び経路
	（2）排泄率（外国人データを含む）

	8. トランスポーターに関する情報
	9. 透析等による除去率
	10. 特定の背景を有する患者
	（1）腎機能障害患者における薬物動態（外国人データ）79）、90）
	（2）肝機能障害患者における薬物動態（外国人データ）80）、91）

	11. その他

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

	7. 相互作用
	（1）併用禁忌とその理由
	（2）併用注意とその理由

	8. 副作用
	（1）重大な副作用と初期症状
	（2）その他の副作用

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


	Ⅸ. 非臨床試験に関する項目
	1. 薬理試験
	（1）薬効薬理試験
	（2）安全性薬理試験109）
	（3）その他の薬理試験
	1）SGLTファミリーのアイソフォーム/他のグルコース輸送体に対する作用（in vitro ）110）
	① SGLTファミリーのアイソフォームに対する選択性
	② 他のグルコース輸送体に対する作用

	2）内因性グルコース産生に及ぼす作用（ラット）111）
	3）体重及び身体組成に及ぼす作用（ラット）112）
	4）膀胱癌との潜在的関連性に関する検討試験（ラット、in vitro ）113）
	① 遺伝子発現に及ぼすダパグリフロジン反復投与の影響
	② 膀胱癌細胞株の増殖に及ぼすグルコースの影響



	2. 毒性試験
	（1）単回投与毒性試験（マウス、ラット、イヌ）114）
	（2）反復投与毒性試験（マウス、ラット、イヌ）115）
	（3）遺伝毒性試験（in vitro 、ラット）116）
	（4）がん原性試験（ラット、マウス）117）
	（5）生殖発生毒性試験（ラット、ウサギ）118）
	（6）局所刺激性試験
	（7）その他の特殊毒性


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

	ⅩⅠ. 文 献
	1. 引用文献
	2. その他の参考文献

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


	ⅩⅢ. 備 考
	1．調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	（1）粉砕
	（2）崩壊・懸濁性及び経管投与チューブの通過性

	2．その他の関連資料


