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1. B 3.2 HFIDMIR
1.1 BERIABE7 Y R—IYAERIITENHY., FETIC Bz AR IVEEHELD AR EIVEEHHD
EOEFBHIEINTND, AB7 Y R—IRAZEIULP - [H#] [H#
FTVEHICFBESULEBEWS E, [2.2, 2.4, 2.5, 8.2, 9.2, | MEEOEMAEDT 4 L | REEBOBIED 7 4 L
9.3, 11.1.18H] B N Y La—5 1 2 U5
1.2 BHEEEENITHEEZENH I EE. EmElCitS5T
258ICIE. EHINICEHEEE IR ZER T 20 EEE
IC’5TBT &, FICPEUEDOEHRETIE. FEIRS .
DEEZEE(CHETTE &, [8.2, 9.2, 9.3, 9.8, A
11.1.188] \ [ R | |
2. BB (ROBECRESLBENIE) KAZ: 13.6mm K{Z: 16.5mm
2.1 KHIOHAEE 77 F 4 FREANC R UBBERED BHE Jox s FifE D 6.4mm fLE : 7.8mm
FED & 5 EE #EE : 4.8mm #EE : 6.0mm
22 WICHRIRE IR7 Y F—YAZEI LT ] H&: 353mg =& 648mg
(1.1, 8.2.1-8.2.3, 11.1.1%HE] IMEFR  AAEL LD NS AARE)L HD NS
CHEBET Y R—Y ADBREDH B EE
- EEOBEBERE (eGFR30ML/min/l.73m* k) © 4. FHEEX(FFHER
HHBENLENTEE (BESETE2E&T) [9.2.150E] 2BUEFR IR

DMER. MREICEEORE (Y avyr. DA2. D
., ERS) 0Ob3EBEROZFOMOEEEZEIE
NPT VIREBICH HEE [EKHBEOTTEICELD
FEEEENEINT 5,]

- BUKIED BE IR B e S BE (. 1B
HEDBEBREEDH 3 EBE. ROBIDS R BES)
- BEO7ILI—)LEBEGE [FFEICB T 21 BORE RN
BETI 5. 7z, BiAKREZRKTENH B.] [10.12
s

2.3 BERRES N7 Y F—3 A, HERRESE LHTSE,
B RIB D BE (K. 1> A VICKBER DI
TEORIEDPNETH 5.

2.4 EEOHERED D 2 EBE [FFEICB T 2 ILEEONAH
BEAMETRL, A7 R—YRA2RBILPT WV, /-, fF
HEERENELT 2BEFNNH 5.] [1.1, 8.2.1, 9.3.1
ZHE]

Y

2.5 EERBYYE. Tk, EEGIMEOHHEBE [V A
) UESHC X A IMEEHENE TN SO TAROBREILHE S
W, Fiz, ATV R—Y2ZEI LT W] (1.1,
8.2, 11.1.1%M#]

2.6 HEREIRAE, HlIEUREE, E5RE, I NEAEKERS
NITHIBHREAZDRE [RIEEZLZIBENISH 5]

2.7 HIEXIIEIR L C W A ATREM D H 5tk [9.55 ]

ELy 7Y FF 2 50mg
HARZEFHA bALI >
EERIE250mg

3. #ERK - MR

3.1 8k

g | XD EVEEESELD AR EVELESEHD
[E#) [E#)
1gE 15E

CLy 7Y FF50mg
HAZEFGH A bALI
1E#E500mg

I

Ee{kgk. HLFu

D-v>=bt=J)b, AFTV VBT TXTIL, &
BifiEr FoF> o iltiio—X, B FoFy
Javiltilu—2A, eFaxu—2x, BLFy .
v 7uad—)L400, ¥ILr, ZTEbEk. BE=T

(SN0, ]

U, EVTTUTFIURUX MRV VIGEIEOHAIC
K BBENEY LT NBIBSICRS.

. DEEXREFRICEHET BFR
A BE 2 2BBERRIBROE—EIREE LTHVW AW &,
2 RFILD (L7 ) FF /A MRV VERBREELT

50mg/250mg) IC2W Tk, KAl LT, BRicevsy 7y 7
F>50mg 1H2E KU R~ AL 2 iEREE250mg 1 H2[E % 5
FALREPLZELTVWEHBE. HH5VEBELY T TF
50mg 1H2[EIIE A AL 3 UIEEEE250mg 1 H2E 0 BHE D
BRICE DR RAT D ZBEIL, EHZHEE TSI &

3 AREFHD (ELF 7Y FF /A MRV VEBIEELT

50mg/500mg) 12OV TId, ERIE LT, BCE LY 2 ) 7
F>50mg 1H2EE T A ML 3 VIEREES00mg 1 H 206 2
HURESZELTWREAE. ELY 7Y 7F50mg 1H2
ERO A )L 3 U EEEIE250mg 1 H2EORBEIC L D RIER
+a%GE. HDHVIEA MBIV I EREES0mg 1 H2E 08
ROBRIC K VHRA+D2BEIC, FHERHT S &

A RERERICBWT, RAORENPELY 7)) FF VRO

A MR VIEBECOEZREAOHEB LD bEUTH S MEE
ICHIBRT 52 &,

S REEOBHREREDDH HEE (eGFR30mL/min/1.73m?

Pl bE60mL/min/1.73m*K i) Tld. €Ly 7Y FF U RO
A BRI VIERIEEEREICSCTRET 2 KHEL K
EPRETH D720, KEZERAET. FHEAOHHE B
T5HT L, [8.2.1, 9.2.2, 11.1.15H]

5.6 AFOHEHICBWTIE. 5 COERKBEBEOELRTH

7.
7.1 ELF T TFUROA MK I VEBREORBEF O

7.

HRERE. EBRET TIICITO I L.

. FENUHE

BHE. RACIRIEIEE (BELY 7)) FF - A MRV VIR
B8 & L C50mg/250mg X 1350mg/500mg) # 1 H2[EEH, 4
ICREOHET 5,

FRERURZEICRAET %R
- HAExERLC BECLICKFIOREZ RO S L,

2 By 7)) FF 2 50mg 1H2AEOBAIOIREIC K DERAR
+575EE. KEILDY 5 BEEZHIAT 5 Lo



8. BEELBEARNIER 9.1.3 RFYEDFE

8.1 RAIDEHERHICH Tz > Tld. BERUFEIIN UEMEER A7V F—Y X 2RI BZENDNDH S, [8.2. 8.2.3.
BROZOWMMFHEICOVWTHDHET S &, [9.1.1, 11.1.15H]

11.1.4208)] 9.2 BikrEEEEE

8.2 RAIDEHDTHARAX MRILIVICEDENICEELRA BHRIC B AHRESED LA SRV v omABEN ERT
7Y R—Y AR TIERH B, VATHEFELTIE B0, AWBT Y R—Y 2ZOHERY 27D EL 2 A AR
BHEERRE. AFRRERE., KEERIMAEZ L3 VREE, B Db, £ ELY TV TF o oOMHPBEEN EFT 5,
K FRIEAZET H2EFOHAZEL). BEOT7ILI— [1.1. 1.2, 9.8, 11.1.1, 16.6.1%H]

JUIBEL, BYME, SMESEsMeN WA, BT, Bk, # 9.2.1 EENEBHEEREEDHZEE (eGFR30ML/min/1.73m?
EO7LI—LEBREICIYBEORENSEET S ELDH Fim) XIFENEE (EESERES0)

HDT, LTFOBICEET 52 &, [1.1. 1.2, 2.5, 9.1.3, BELEWI L, [2.25808]

11.1.13H] 922 hEEDBEHEREDHDEE (eGFR30ML/min/

8.2.1 AAIDFERMBEIR O Z DB L REHIITEIIC, B 1.73m2A_E60mL/min/1.73mk;E)

BE (eGFREZ) M UITHEEZTERT 5 & &I, BEDOIRKE AEIZEATT. SHAOMHEEHETT 22 &, [5.550H]
WKHAEE L REODEERORSEOR 2Bt 5 & 9.2.3 BEDEHKEEZEDHDEE

B, GREE. FICEELEABESIVEZIEEICIE. X [8.2.1%18]

DAFENCHER T 52 &, [2.20 2.4, 5.5, 9.2.3, 9.3.2, 9.8 9.3 FHigaEE=EE

ZHE] FFIC B 2ABORBENMBETL, ABT7T P F—2 RDH

8.2.2 B/KIEERD H o b lGEICIdREEHRIE L, #2240 WY ZAINEL 250 8ESH 5, [1.1. 1.2, 9.8, 11.1.1=
BETHZ & FIRERAZET 2EE| (FIRA. SGLT2MHE FA]

Bl%) COMtRABEICIE. BICHKICERT S 2 &, (2.2 9.3.1 EEDITEEBEDH2EE
10.22H8] BELLBZWT &, [2.45H]

8.2.3 AHIDOHEHBR R IZ DR LIFEHILETIC, LT 9.3.2 BE~DPEEDFEEEEZENDH3EE
WAz BERCZOFBKEICHAEET 52 &, [8.2.15H]

- BEOTLI—)VBEEZETSZ L, [2.2. 10.15E] 9.5 1T®

- FEL CRRL B, BEERARZOKARR (Vv T IR IIER L C WA AR O H 2 1 HEICIZHRE LT &,
£) OB, HAKREPBESINE7-0., WolzARR%Z FYER (S b, TYF) TELYTYTFFUROR bR
ik L. ERICHEZT A &, (2.2, 9.1.3508] LIVORBRBRAOBITIROLNTWVWS, £/, BIWEER

CHEBT Y F—Y 20ER (BBEE. TARK. HAR. (T h) TAMRLI VOBFEEAPRESNTWVRSY,
BIEGEE) 2h 6 bNIBEICE, BEIIRRT ST L, T, HIREABTY D R—Y 22 LT WV, [2.7,
[11.1.1%08] 11.1. 18]

8.2.4 I—FEEAZHVTHREZTOBEIIBLTIL, & 9.6 1%ILIR
DEIETTHAHAXA IRV VOHAICEDABETY S R— BELOERENUOBAREBEOEREZZERE L. ALK
ARLITENHAHDT, BMEFNIIARF OHRS 2 —HHIC izt s, BMER (S ) T, ELYS
Fikd 52 & (2720, BRIIBERZITODEN H LI5S ) TF U ORA NRILI VP RABITT 52 EARES
<)o T— FEEHHSHRAKMIIAROBRE 2 EE L% nTns,

W&, B, MEHBRKICIZ, BEOREBICEET S L, 9.7 INR
[10.2%H8] INRFEZ NG E UBERABRIIERE L T,

8.3 iTHEERE (FRZ2EL) PHODLNBIENHBDT, 9.8 B
KEIR SR RESHBRIERIZDEL & 835 AEIC, BTV R—YAZRBILPTVOT, UTOHICEET
Z OB G EHNICHEERE 21T 2 &, [11.1.2288] L. BERETIE. BHEE. FHRESSERL VWS LD

8.4 KEIDEMEATHBENY T ) FF ok AatkBERS %<, FBAERERE I LT 0, [1.2, 8.2.1. 9.2, 9.3,
HODONAZIENHADT, FFR L L VWERE. EHED 11.1.1ZH]

WHFERA H 5 b N7z BE 10T, YL ICEMOZE L ST - RAOHBSHAR BE5RIIERRIC, BICEE SR
HEHBEICIEEST L &, [11.1.6308] BERDERIBEEITIE & O HEEICBEHREEC TR EE 2 R T 5
8.5 KA G HIZ, M, REZEHNICHEE L. EAORER ETDFICBEER LN OEEIREST AL, A MKRILI
MDD, KEIZ3H ARG L TODREIRTDREBEEICIE VIRIFEAERBENT, REED F RPICHRES N
OIBBEENOEEEEET S L, Bo £z, FHEECETICEVABORBENETT 5.
8.6 (KIMEER MEIMBEREREZRITHBENAH DD T, HFE - EHEEER PUKERSEBRE ORI HIER L (50 HIE
¥ HYEOEEZIHEL TWAIEFICEET S X121 RPEEEZHIIT A&, FICTSRM Eos#HETIX, AR
EEIT A&, [11.1.450H] TYR=IUANEZLIMESNTED, FRLARTHDH
8.7 KA LMOBRIBAZEOHHICE T 2RI SN T ENZWID, REEO#EEE XV EEICHET 52 &
(RYAJR CEZ VT F S ENEREHEEANTH - TH. ik
8.8 AHIOEWR S THBENY T ) TF 2 &GLP- 1S EEE TIREBOBEENMERLTWVWAZ EAHADT, eGFR
FEIIWITNLGLP- 128 E %2 N L MR FMERZE LT HHLEBLT, HEEICBEOREZEET S L,

W5, mElZHHE L ZBEOBRRERE I <. BIERY
LB X FER S T L 10. HBEfER .

8.9 KAIDEMRATHH A FAL I > EA AT I 2 IdfER ENyT) 7T AEEISRBIC &R DKL REILEORT
D AEE LT VAN H B & T/ A A ﬁFﬁﬁ%LiB%T‘%oto EAN )(‘]\ AILI FIFEA SRS
]) E y@w%‘%};ﬁgﬁ%ﬁl) L:BLXT\ 5777'4 F%%ﬁ”&{# ig/ﬁl»;lg_\ ﬂeg'ft,ﬁt@i i’iqucﬁF#ﬂ:éhéo [16.5.1\ 16.5.2
R LEE. hOERBEARE S OfFFEE B L COEksE Z L
TERDZ D SN EOBEND B EH 5, PREEAD 10.1 fAER HALBLI L)

BROBICIIEET 52 &, [10.2808] S % HBPRAEIR - f5IE 771k 5 - fERET
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[8.2.2, 11.1.12M8] | &Ik, KFOHEZ2F | 22 EWBH 5,

1EL. WY 0EB%TS
=

MR NER 2 18509 2 | (RIEERASE 587 | MR TERO#E

A nrbhs, MEE. 20 | 1&5,

MR A A fhEBE DOIREZE + 5718

ZIAKRZLT I R%
FOZ) A=) L
7 REEA
Y77 A RREH]
A >R BRI
FTVI Y REA
a-ZNavy—+¥
PEEFA]
SGLT2FEZEH]
SERHEIA V2 5y
IBEHEA]
GLP-1Z B A E8h %
ARAT) I VE
el it iijyz1l

) FOLEEH

MAOBEEH]

T 175 — b REHIE

[11.1.428]

BLuEPOoBETH &,

B, 2Rz L7
B UEA > R v 8UE
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YR HENT 5728,
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7o AERIERILE VF WFIIAHTH 2,
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[8.9%08] 5T &, FHBLT 2EELR
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MAERE NERA 2R 5 | MAEEAS EFLTay b | MR TERORES
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7RLFY > Bhb. MFEE. Ot

BIBEEARILEY BEOREE I BR
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PRREAILE
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—aF Uk

Tz )FT YV RER
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LV=ZF7IR V=TI RICED
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OCT2. MATEl. X &
MATE2-K%[HE T 5 %

A MR v oMmFEE
MEFRU. (ERAPSHERT

OCT2. MATEI.
IZMATE2-K % /7

Al HBENDDHBH. BEE | LIEAMRLIVD
VRAFIY ATV, BREIEL | BHEESHES NS
RILF 275l TARAIZHET AL EE | EEABNTV S,
v 57 Ien HICRETAHI &,

N TH=T

AHTaFI=T L

YIFAYTE
FUIFTFUYUERE | UL T TF U ET Y | BERAHTH B,
FIHEA] VT Uy U ERERE
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FEAlZHAL VWL EE
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RHEDPED» 272 DM
ENDH S,

11. EIfEA

ROBWERD®H6DNH I ENHHDT, BEZTTITITV,

EEMNROOSNIHE

152 &,
1.1 EXEHER

11.1.1 ABE7Y R—Y R GEERE)
A7 =2 (MFABREO LF. LBR/ELE VBT
OLF. MBEpHOETEEZRT) EFRAERDZ ENFZ 0,
—REICHIRT HERERIIELY TH 2P, BEER., TA
BRG RE. BERSEOERPALND I EFEL, Th

I3 G 2dibs 5 7% Sz LE 2

_3_

5DERDH SbNIBEICIES ICHRERZRIEL, KEx
BEZITO &, BB, ABT Y F=Y R0V KE NG
A, ABROUEBRE2F O LB NEZITS
&, [1.1.1.2,2.2,2.5.5.5.8.2.8.2.3.9.1.3. 9.2, 9.3,
9.5, 9.8, 10.1. 10.2, 13.1=Hg]

11.1.2 FFR. FHESEEREE. &8 (HELH)
ALTXIZAST. ALP. v-GTP. Y LE YD FREAZMHES
Fros, FHERERE, HESH S ONEIEDHHDT, BE
STV, BYRLEETO &, BECHFEREREE Y
RS B ZFDOMOERY D &b -EEIcd,. KElORE %R
FIET 52 E, BAFTYTFFIzBVWT, BERIERICAH
BERZOEENPEELLDOD, BERESICX DEFLUIER D
WESNTWEZENSH, BECHFRERELZRKRT 5720
MOERPEE LBETOERRZ2EL LY 7Y TF %
ERTHHFNEHEE LnwZ &, [8.35E]

11.1.3 MERE GEEARHA)

CVY T TF o7y I Ty VEBBRIBER % HH
LTWAEETIZ, LTV VWEFICHARTMEFED
RIBSAEDSE P > 1 EORENH 5. [10.22]
11.1.4 {KINFE (BEEAHR)
BIER D SDONBEIENH B, ANKAZILTLTHIEDH
FATEELBRMBERYND b, BHEEZRIH WS
ENTWVD, KRMEERPRD SNEEICIEE2E&0R
mEEHY A CHAMEEITO I L, 1220, a-F L3
VHF—VYIHER & OFHIC X DEMBEERDED 5 725 E
W7 Rz H53 52 &, [8.1.8.6. 9.1.1. 10.2%&]

11.1.5 HEEARIARAE (BEERER)

AR, A CKER. mMFRORFIA Ty E7
M E T AMBRRELS D S bNDEZ ENH B,

11.1.6 2EERX GEEARHA)

R aE L LIEE,. BEHE0RENTO 5 NEAICIEE
ExdikL., BYZ2AEZTO L. [8.45H]

11.1.7 BERE GEEAH)

EEO[EM. RN, Fifid 218/, BHEORENR
ENEEICEHRSE2HRIEL, BYALEBZTY 2 &,
[9.1.2%:0]
11.1.8 EAEMAR (BHERH)
Mk, FEORREE, HEL MEORE (REE) ErRRvon
7oA. B2 ICHEXAR. ECT. M~ —h—F0
METERET S L, MEEMREPRDNIGEICIESR
kL. BIBERERLVEVRIORGEOHEY)ZMEZITH L,

11.1.9 $8RMEE (BHEAH)

K. OUBAENHSDLNIZIGEICIE. RERIEESHEZK L.
BEEFIET 52 SHEYRMERITO 2 &,
11.2 ZOHDEIER

I~ 5% EES HETH
o BIREEN. & | BIREES. [
B — i IR R
SEE EREGE N
HEWV - 55DE | R BREEE, JHEH,
RIS 5.
TR - — B
MERE — BIE =
. 735—¥ | M. BERE . RAKHOR.
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IS—EHEN
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B R R — B HAR
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*1) BBER. TARE. IRBEEIART V R—2 204
HERTHAHELHIOTHEET S L.
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13. BERS

13.1 fER
ATV R—Y AP A ENHH. [11.1.15H]
13.2 E

HABT ¥ F—YZADPROENHZER, T F—Y AOH
IE (REEKFEF MUY LABES), Wik CERFIAIR) . MK
BNEOBYLLBE LTS, 5B, Ly 7Y TF vidm
BENTIC K DERESNZ L,

14. ERLDFE

14.1 FRIZHIFDER
PTPEZEDOHAIPTPY — b 2B L TREAT A&
BEIT L&, PTPY— bOREAICE D, BLHARI &
EREARA L, BICIZBEILZBC L THIBRARSEDEE
REHEEHFETHEND 5,

15. ZDMDER

15.1 BRREEAICED < B3R

15.1.1 A > 2V ' XIFROMERE FRlOBRESHRICT v IF T
VY UEMBREER RS TS5 LI D, RIS
ZORTNEDOHENH S,

15.2 FFERAREHBRICE D 154k

15.2.1 Y7 REHWLZELY 7Y TF > 01048/ KERZD
B5 A REREBICB W T, 1,000mg/kg/H (50mg 1H2
EAECToOL MEER (AUC) 0199f%) Bt THLIRR
FEOFAERE M L. 1,000mg/kg/ BEE DM 0250mg/
kg/HUL LB O CIMENBORAEN A EML 72,

15.2.2 Hh=U A PILEHVWEZELY T FF 2 013 BB
BE5HEHRBRICBWT, S0mg |1H2EHAETOL NEEE
(AUC) 124 F 55mg/kg/BNL EORET. WK, B
RURHEOEERE (5mg/kg/H cHEHMFIZHEEL
c—#@EDOAKE. 20mg/kg/HE ETHERB. M. 80mg/
kg/HUL ETHREE) PRESN TV,

Fio. W=V ATFLVERWLELY 7Y FF o otoikO
BEHEERBRICB VT, 20mg/kg/HY EoAE T, 1k
I & DERGZICEEEEBRE LT, BRFHEE. I
WAE(L¥RS5 X —% (LDH. CK. ALTKUAST) @k
S REETR, MR R USSR % £ S RO S5 OTF
EAHESNTWD, 0mg/kg/BN EOHET. —&8 D
TR THIED LB TARO b i-— T EFFITIE
FERIE— B TR EHAB R ICEE L7z,

7B, AkoBEFRRIEtoBmE (72, v b A
IRETHF) RO bTERESN TV,

16. ZEH)ENRE

16.1 MAGEE

16.1.1 E£MRHEE AR
BEBABETZNRELIZELY T TF /X AL VIERIE
50mg/250mg Bt & 8E & BLAI O O LM 2RISR ER (4961). SN
CLF 7Y TF /A MR I VIEEEES0ME/500mghl & §E & BEAI G
DEMZNRZSERE (486]) OF—% 2L RIIRT . ELY 7 TF
/A MR VIEBERAGEROCREAIAEZ 7024 — N —EICED
ZeERICBEEREOREG L&, EALY T TF VRO FARLI VD
EMBEIST XA —FIIROEBYTH D, EMENESEIRD SN

73,

16.1.2 EMFHEFMHHR

(XREIVEEEEEHD [B#i])
ARENEAESFEHD [H#H] &7 X2y MEAEHDEZ, 70 A4 —
N=FEIZE D ZhZNnlsE (ELFT) FF e LT0mgktT A AL
I VIEREE LC500mg) BFABFICEEREEROKRS LT, ©
VT TFURGRX MRV I OMERBELZREL, Bon/-EY
LS5 A —% (AUC. Cmax) 1221 T0%(E 58X ¥ 1< T HEHR
WET- /iR, CLY T TF U RURA MRILI > Eblog (0.80)
~log (1.25) OHEENTH D . MBAIOENZNFESFEPSHER SN,

(1) EWSITUTFY

HIEINTG A =4 SENTA—Y

CILF ) TF ARRILIV

RiAtE | HAIGHE fiagE | HAIGHE
50mg/250mg (n=49)
Cmax 263+ 272+ 831+ 831+
(ng/mL) 63.9 69.9 187 180
AUClast 1,180+ 1,190+ 5,370+ 5,370+
(ng-h/mL) 203 194 936 797
Tmax* (h) 2.50 2.50 2.50 2.50

(0.750~5.00)| (0.50~5.00) |(0.500~5.00) | (1.00~5.00)

Tus (h) 1.76%= .71+ 3.58% 3.53%

0.269 0.185 0.696 0.612
50mg/500mg (n=48)
Cmax 256+ 263+ 1,450+ 1,470+
(ng/mL) 68.5 68.2 383 385
AUClast 1,180% 1,190+ 9,370+ 9,380%
(ng-h/mL) 224 212 2,020 1,980
Tmax* (h) 3.00 3.00 3.00 3.00

(1.00~5.02) | (1.50~5.00) |(0.750~5.02)| (1.00~5.00)

Tia (h) 1.89+ 1.88+ 3.96+ 4.09+

0.317 0.207 0.777 0.781

EHE AR, % FPRE (EEF)

AUCo-2 Cmax Tmax T
(ng-hr/mL) | (ng/mL) (hr) (hr)
X REIVELEFE 1334.0+ 324.65+
HD [E#i) 226.2 74.08 | 3:0%0.8 12.04+0.29
B ok
xaxégﬁauﬁ 132582.4? 30685'2:; 2.9+1.0 |1.98+0.22
(Mean=S.D., n=28)
(ng/mL)
400
350
i o~ ARELELEEEHD [ H T
a% 300 —o— 7 Ay Nt & HEHD
e L Mean=S.D., n=28
3 250
v
7200 f
U
7Z 150 |
o
J(f 100
50
0 n n n n n L 4 T T —e
0 2 4 6 8 10 12 14 16 18 20 22 24
E#F&ﬂ(hr)

(2) XbHRILEY

HEIST X —% BEINT A=

AUCo-2 Cmax Tmax Tz
(ng-hr/mL) | (ng/mL) (hr) (hr)
AR IVELEHE 9467 .4+ 1502.6 %
HD [ H#i) 1936.4 3. | 31308 13.89%0.49
I Ay MEEASE| 9863.6+ 1508.9+
HD 1361 .1 2110 2.5+1.2 3.93+0.43
(Mean=S.D., n=28)
(ng/mL)
1800

1600

—o- AREVVELEFEHD I H 7
1400 : .

—o— =7 Ay i & HEHD
1200 Mean=*S.D., n=28

1000

800

600

BEC ST BEE

400 g

200

0

0 2 4 6 8 10 12 14 16 18 20 22 24
R (hr)

MEEFRENE NICAUC, Cmax®ED /87 X — 413, #EFEOBIR, K
ROTREEE - BEEORHBEMFICE > TR B AIRENH 2.

16.2 DRUY

16.2.1 BEOXE
BEBABT 46]) CELFy 7Y TF /X AL VIERE
50mg/500mgRL & & ZERE IR K OV e 2 IC B EIE 1% 5 L 72 & &, Cmax
K OAUCunDHEMFHEEO L (ki E/ZERES) &2 00%E
X, Ly 7Y FF 71,05 [0.95,1.17] K 01.08 [1.02,1.15].
A bRV 0.74 [0.68,0.80] K%1M0.90 [0.83,0.98] TH o7z,

16.3 ot
YL 7 T F 2 Din vitrolliEEAFEARIZ9.3%TH - 729 X bK
LI VIEMBEEAICEAE L WEDRESH D7,

16.4 {8

16.4.1 EWS TV TF

(1) EL¥ 27 FF 2 1ZCYP2A6. 2B6. 2C8. 2C9, 2C19. 2El. 2J2.



BAMTIRRRB SN m D 5 72 £7-. CYPLA2, 2B6. 2C8. 2C9. 2C19.
2D6. 2El. 3A4/5%[HEHE T, CYPIA2, 2C8. 2B6. 2C9. 2Cl9. 3A
ZREHE LD 57259 (in vitro) .

(2) BEFERABET (4f1) 1IZUCE# LNy 7Y 7F > 100mg % HERE
O%5LzeE, MERICEEE L TREE (MEh2FEED
25.7%) KO T J BENMKGBES N ANEERHED (M20.7,
55.5%) DTETE L. 20770 BiEaaE (9.5%) KROT I R
A OMKARREY (8.1%) BROSNTze RERVUEHROELRE
&, M20.7 (56.5%) TH 0. Zofic IV ra v Eiaak (4.4%).
7 I REEONMKDRREY 3.7%) PROLN/. ZL7a Vg
ERKIIELVY T)TF U EREDIVRTFINRTF & —Y4

(DPP-4) FHEEMZRT A, M0 7TOEEFE MO THFHL 7 3
RIS IAKD BREMIEEFEZ RS 22 o720 GEADTF—
7)o (ENF TV TF 2 OERES NI AEROCHRIES0mg % 1 H2E X
Z1ETH5.)

16.5 HEittt

16.5.1 EIWITUTF

(1) BERAET 6F) ICELY 7Y FF 2 50mg% BEREOHR S L 725
. SRR E TICRZEAE LT22. 7% RABIcHRt s, B2
)75 Z139.83L/h (164mL/min) TH -7 CAF T U TF 2D
RAEAOHEMEE, REBIN 2 RAE M ROBES P RB S NS0T,

(2) BEFERABET (4f1) 1IZUCE# LNy 7Y 7F >~ 100mg % H[EE
%5 U7z & &, 168 EILINICHE S L 72 AT RED85% M IR IT. 15%
AEPICHEt S Nz, REOERICHHES Nz KRB LD EI &3 F N2
NEEBD2B% K US%TH 7210 JHEADT—%). [10.2]

(EVT T TF 2 OERRS NI AEROHEIZS0mg % 1 H2[E X131 E
Th5.)

3) CLF T TF VIEREBAOER T =42 T AR—Y —, B
NFFY DT UAR=F —FICL > TEESN RV, Tz, PEEHDEH
EREETHAHZEMRSINTWVS (AP OKMEH0.5mMBL L) ®

(in vitro)

16.5.2 X RILZY
A MR VIREEAERBIENT, REMEOF ERPICHRtSN S,
R (5F) 12X bRl I VERIES0mg % BEREORE Lz & &,
5488 1% £ T ORBPPEHR I SED51.6%TH - 7219 JLEAD
T—%). [10.2H]

EhO T ZR—F —FEMEE AW EETOFER, A MRV VI
FIZOCT2R /T LTRAFAICHR S NS &E 2 5N/,

16.6 HEDEREFIDEE

16.6.1 BikaEEEE

BRE,OEEOSHEREEE (246]) ICELF 7Y FF100mgz B
ERORE Lz &, LY T TF 2 OAUCHIE BEHERE I A
TEE, PEE, EEOBRERERERVOMENPVELEHETE
NZN2.014Z. 1.31465, 2.33(5, 1.42(55 <. CmaxidZnZnl1.666%.
1.08f%. 1.56f%. 1.24&@mD 5720 M20.7TOAUCo i, BREE, R,
BEOBRERERE R OCMEGENT L EZ BE CRERBE LV ZN
ZNL71E, 2,605, 6.14%, 6.7f5% <. CmaxidZn2nl.6f%, 2.44%.
5.40E, 8. MEE N 570 BIFICE>TELYZ ) FF L 3REEBDHN
3%AHBES NIz M20.7I3BENTIC & > T IMEE R ASEHTRTD50% 8L
TIETR LM,
BREDOCEEOTRERERE (48F) ICELY Y TF 2 50mgZEIH
|E4HBREOBS Lz &, ELY 7Y FF 2 DAUCHml
FICHARTEE, h%E, RUOEEOBRAERERE TEN2N]. 4005,
1.714%, 2.00f%& <« CmaxiZZ 213745, 1.32%. 1.36fE&E» >
7zo M20.70OAUC2nlE, 8RB, FEE, RUEEOBRERERE T
RS LD ZNEN].000%, 3.206%. 7.30%E< . Cmaxid#n?
N1.57f%. 2.560%, 5.55(%@ M o7z, 770 VEEIEEEDAUCHmmE.
RE, hEE, RUEEOBRERESRSE CREMBEE LD ZTN
1.350%, 2.69f%. 7.25(%& <. CmaxldZh2n1.13f%. 1.60f%. 3.00
EEh o722 (HEANDT—%). (ELF T TF o ORBENT-HE
KUHRIE0mg% 1 H2EXIZIETH 5,) [9.258]

BREEE R UEREREEE ICELY ) 75 2 100mg %
HEREORGROENBELI ST A -5

(Ei%%ffﬁ Cmax Tmax AUCo-+ Tz CLr
;@%;) (ng/mL) (h) (ng-h/mL)  (h)  (L/h)
=] I3

‘fjﬁﬁ‘%ﬁ% aTEI4 ;1'02000) 1872461 3i9§2i 123'3366i
B #1.50 2.83%  6.06+
n=6 122209 (5 .00 BTAENT o 76 a1
EERE *1 .25 3.80+ 5.08+
n=6 SIAE2T9 (50, 2.00) 2PIELIB Trer T4
I *1.00 355+ 1.4+
n=6 TH5E25 (550 400 H303F209 ToTa5 g 75
MFENT D

0 #1.50 8.05+
f\:;?émﬁ% 1166 (| o)y 2650%532 &

SEE HARERZE, X PRE (R/ME. Bk(E)
B | CLard’50~80mL/min, FFE R © CLcrA™30~50mL/min,
EE | CLcrA*30mL/minskii

16.6.2 FHigEEEEESE

BREEH 6 BEOFRERERE (166]) ICELY 7Y 7F 2 100mg% B

ERFO#RE L& &, BERUPEEOEEREREICBUSELSY

7)) FF 2 DAUCHIE. ZNEN20%KU8BET LA, EEED Tk

HEREEEE TI322% ER Uiz, B\, PEEOFHAEREEE OCmax

IR RS & LA THISWE D - 7= A5, EEOFHAEERE CI3 @

BB E CREECH -, BE, hEE, EEOFMEREEED

M20.70AUCH I3 (REHERE & HARTZN2N27%. 49%. R2%E< .
EIREIC Cmaxid 2 N2 123%. 46%. 65%Eh > 7252 (SEADT—4 ),

(ENF T TF 2 OERS N HE RO HEIZ50mg % 1 H2[E & 1[E
TH5.)

R E R O AR E BEICEL Y 7)) 75 100mg %
HEREORGROENEE/ ST X -5

<£§§§% vom) . gl (0
EDEE)

BERRE o5 (| g0 5o LHTHAB 2.01%0.50
B 4974229 (1.021\-225.00) 20764514 4.92%4.86
;ngrg 512166 (0.521"030.00) 2,411£740  3.08%1.59
e 632247 (1_022‘&4.00) 3,3241,472  2.40+0.25

SPE R, X PRE (R/IME. BAE)
#EfE @ Child-Pugh2 275~6, H% : Child-Pugh2 2 77~9,
&% : Child-Pughz2710~12

16.6.3 =&
0Ll EoE g (2061) 1Ly 2 FF 2 100mg % BERE S L
7z EOAUCK UCmaxid. FEEEmE (18~40M) IchtlLczhe
N1.3R2MERVL18EE P 722 (NEADT =), (ELYT) TF
DEB SN FEROCHEIZS0mgZ 1 H2EIZIETH %.)
16.7 EYMEEIER
16.7.1 IS TUTFF 2 &L ZDthDEH
QRINEFRIREE Z N RICA ML I VIERIE. 7Y 7Y R, ROEL S
VY, Eh. BEBRAZNRICTLTIE Y NLFLE Y, Vv
NAZF . FIFVI, TLT 7Yy, VITFY 2 EQEYBHEENF
HEBS LR, Ly 70 FF U ROHAEOEFHREIIE(L L
272230 (HNEADT—4),
HARN2BIERIRERE (2461) 2RRICECIL S 7Y TF > 50mg# 1 H2[E
ROARZY AR —20.2mg# 1 HIE3HBHAKRSE Lz &, #53HED
YLy 7 FF o OCmaxfk CAUC I B G5 & hREFNZ N
34% % U23%(E TR L7248, DPP-4[HEADEEIIRD 5N a2,
16.7.2 X hRILE Y &EZDDEH]
CURAFVY
fERRA (7TH1) 1t LA MRV I VIERRIEE Y AF VU E MR L
Ba. YAF IV OEYFRIIIEENAONLD ST DD, A b
A2 Y OAUCHKIS0%EML 723 (AEADT—4).
- LT 7 e
R (3061) 1ot LA kAL I VERE S RV T 75 EL50mg/
HXIE100mg/HZ AL TRERSLLZHEE A MFLIYOD
Cmax?® % N Z n66% K O111% EF L, AUCH Z N 2 N79% K% O
145%3EmM L 723 (SMEADT—4),
CNVTHZT
(R (146) IS LA MRLI VIEBEENV Ty T2 MAL
THERESLZHE. X FFL I OCmaxkUPAUC A ZFNEFh
50%%% U74%IEM L. B2 V7 T ¥ AN52%HD L7z (SEAD
T—%),
16.8 Zfth
(XREIVEESELD [B%])
ARENVEESELD [HH (& [GEIEL 2 ROBFEHA OEMEL
FESMREET A RS54 > (FHRE3AI9H  HAMER0319ELIS)] 1T
BEOE, AREIVEESHHD [H#] 2EERIAIE L& &, BHEY
ICE D EEMHENICRE E Ak SNz,

17. ERPRERE

17.1 BHERULLEICET 3R

17.1.1 EASEIBERRRER (X MRILS VIEEE TSR 1R 28M4ER
REE)
BEEE, EEEEICMA A AL I VIERE (250mg 1H2E i
500mg 1H2[@E) OBMMBETMETY Fa—LA+2IBeNATVWA
VORISR E (13961) ZxRIc. By 7)) FF 250mgRid 75
T ARZ]H2E ARG U EEFEEE 2HbALCBEO &S5RI A
5OELEE LTEHRER. T4 k. ZEEMR. 77 ARE,
WATRER HEGRER A EHE L. BRIIRROEBD TH o7,



A B AR I ABRRIE TRIRAT 7 75 B PROR B I R O RS R

HbAlc (NGSP,%) | ZEIMIE (mg/dL)
frasxics n | 55,2560 s | "EHIPSD "
ELE* BER = (L BEMIZ
20.09 .17
M 0 (0.00) 0.98 2.84) | 8.4
.07 0.09)* [ 3059 | (4.05)¢
VM 8 | (0.00) (2.88)
VAM250 | 34 ~1.06 — — —
(0.09) #
1,06
vimsoo | 3| L - - -

M X bARL 3 VIEREIE250mg X 1E500mg BLA|

V+M : V+M250 & VA+MS00D Ot &

VA+M250 : ELF 7Y TF250mge A kAL 3 U EREHE250mg i
VAMS500 : ELF 7)) 7F 250mge A kAL 2 U IEREES00mg A
¥ L HESEANTICE D REE AT (IEEEEE). # 1 p<0.001

BUWFRHIRSEE I LY 7 TF v & X bRV I VERIEHATL6.2%
(11/6861) THo7ze ELF Y TFF e X MR I VIERREHFIC
BUAELEWERIET I 5 —YHN4.4% (3/6861) TH o727,

17.1.2 EASEMABERARERER (EILS' D' PF 2 THRF 5 18 28UHER R
FE)
BEEE, EFREICNZIELY 7Y TFroBmEEScliET > b
=LA +3IE 6N TV V2EERFEE (17141) 285, €L
TN TF /A MR I EEEES0mg/250mgEl & #E. 50mg/500mg
Bl&SE. XE 7T IR (ELy 7)) FF250mg) #1H2ME4ERED
BE5 L, FEMEEE 2HbAICEOZRSRI N 5 DELB E LTSk
HE. FoF b, ZEEHR. 7T ARAME, WITRR e 2 E
L7zo FERIIREDEBD TH- T2,

CL T T ) FF 2 THRAA 53 70 BB RIS BB W R A BR DFER

18.4 4 VAU VIEGHEICH T B1ER
BIERIREE ICE LY 7 7F > 50mg# 1 H2[E4] B RERORS L.
ARV IS TRBRERMLIZET A, 4 2 ViR AETIE
EPHEL Y (NEADT—%),

18.5 IM#ERE TERANUTHIEEEUEER

18.5.1 RifEFRIBRM R OB RB DO = 7 A PV T T TF 2%
1H1E0EM R ERE RS T 5 & HbAlch', BERTEICHE L TZ
nZEN0.6% K. 2K T L79,

18.5.2 2EIERIREBE ICE LY 7)) 7F > 50mg % | H2[E7H B EZ#
5945 &, BI% MR OZREMESET LY,

19. B ICRET 2IE(EZHFR
19.1 EWSTUTFY
—fBH C Ly ) FF 2 (Vildagliptin
k24« (2S)-1-{[(3-Hydroxytricyclo[3.3.1.1>7]dec-1-yl) amino]
acetyl} pyrrolidine-2-carbonitrile
73 1 CrHsN;O,
& - 303.40
S

OH

R HE~MEAENRMKAEORRTH S, K. A¥ ) =X
ELE /=)L (99.5) ICEFRTL T IS M UILICRRE
F9 0,
19.2 X MRV VIEESIE
—MRYBFR © 2 bRV I VIEEE (Metformin Hydrochloride)

HbAlC (NGSP,%) | ZEMmis (mg/dL)
RSE | 0 | BOHROO| ppee | BIHEO0 | pes
v % | (0m) -0.98 400 29.57
TN BN
V/M250 | 56 (’09 'O%l) . — — —
vaMso | s | 00(3 i — — —

Vi ELS T FF o S0mgBAL V/M : V/M250& V/MS00D £
V/M250 : B2 FF /A kAL 3 v HEEES0mg/250m gt &8t
V/MS00 : ELE 57 FF /A bR L 3 v EEE50mg/500mgi gt
% HSEOITICE D S ARE AT (EHEREZE). # 1 p<0.001

BIEARRBEEIIELY 7Y TF /X MRV VIERIEREIET
17.4% (20/11560]) TH-o7ze EAF T U TF /A bR I VIEEEE
E&SEIC B 2 E2REIERIZ. (F. TR, BDE2.6% (3/11561).
R OIMAFLEEML. 7% (2/11561) TH-72%,

17.1.3 EANE DEERRER (REFIRSHER)
BEEE, EHEEICMAA PRV I VIERIE, F7VY D VAL a-
7N 3T F —FHERULEE A > 2 V3 uMEER] (F7U=F) B
MTMAETY O =D+ ICB N T VAR VERERIRERE (X MK
U VHEEEE OO 58fl) ERRIC, SEANCMA LY 7 T F
»50mg 1H2[EI%55EMZORSE L. ZhaskitFE. JFEk. RRESH
B EHE L7z, FEMEEE IREMARSHOLR2EE2HERT S L

EL7ze A NKRIVI VIERIEE ORI CRAREIIRIFTH >0, Ty

BAEHIRFOHbALC (JDS) EOZE({L&IZ-0.75%Td -7z,
BIEHFBBAE L A MRV I VERRIE & OfFH T29.3% (17/5861) T
Holze A MRV VERBIEEOMHICHE T 2F2EIERAIE. [Ei, m
F7 3T —UHEME5.2% (3/5861) Td -7z MEIMBERERIZ A b AL
I UIERE S OB TL. 7% (1/5861) TH -7,

18. ZppEE

18.1 {EFAER
KENE. CLF T TFUROA MRIL I VEBREORESHITH 5.

(EWTTUTF)
DPP-4% &R »DOa i ICPHE L. NRMEGLP-10OBE2ED 5 2
T MBRTEMEICA Y A Ui EESE R L EHICT IV h T U5
WAENEI L, MRS TR 2 R T 2909,

(A PRIV VISEEE)
FEUTHBICBY 2REHEZIH L. BRMAD 1 > R 3% N
T5HZ &R MBER TERZRET 5, 720 KETORBED AAEE.
BE D 6 OFETUEIEISOER o T 59,

18.2 DPP-4BEZ={EF
YLy 7)) FF it bMEEDPP-4% B ERFEHICHE L. ICxE X
2.MMMTH -7, £72. ELF 7Y FF ik, & NDPP-4 (JE#:z
&) I L TEWEAEZR L. KifEIZ2~3nMTH - 729,

18.3 MIRGLP-1Icxd9 B1EMA
BIREFRIREE ICE LY 7Y FF 2 50mgZ | H2E7H MR ER AR ST
5 &, MIFEGLP-1EEDS LR LY,

{t#4 : 1,1-Dimethylbiguanide monohydrochloride
73 ¢ CaHuNs - HCL
F& 1 165.62
HEN
NH NH
CH‘.S
H.N N N~ * HCI
H \
CH:

MO AEORENIEREON R TH S, KITBEIFRTL B
(100) IZRREFITK L T —)b (99.5) IZIEFITL Vo
BB R9221C (SR

20. BURWV LOER
FERMRANTH > TH, BRZ T 572 OERIE 2N
EPPICHERT B Lo

22. @&

(XREIESEELD [B%h])
1008 [108E (PTP) x10]
3008 [NF. BZIEAIAD]

(A REIVEESEEHD [B3F])
1008 (108 (PTP) x10]
5008 [108E (PTP) x50]
3008 [NT. EZEAIAD]

23. FER

1) Dubourg J, et al. : Diabetes Obes Metab.2022 ; 24 (4) : 609~
619
Tuchmann-Duplessis,H. et al. : Compt.Rend.1961 ; 253 : 321-
323
Mita,S. et al. : Int.J.Clin.Pharmacol. Ther.2016 ; 54 (4) : 305~
314
EMENREEERHE (7 Xy NEEHE © 20155928 HA&GE. HiE
ERHIEE2.7.6-1.1.1, 2.7.6-1.1.2)
HNER  AEMENRSEERE (BaiEHD)
EAMBEICET 288 (in vitro) (T2 7§ : 201041 A20H &R,
R ERMEE2.6.4-4.2)
Scheen,A.]J. : Clin.Pharmacokinet.1996 ; 30 (5) : 359-371
CYPRR#HICEIT 285t (n vitro) (=27 7§ : 201051 H20H & &2
HFEERMNE2.6.4-7.2.2, 2.6.5.10)
CYPMEEFICBEY 2% (in vitro) (T2 78 : 20101 H20H & &2
HREERMTE2.6.4-7.2.1)
CYPFHEICHET 2% (in vitro) (=7 7§ : 20101 H20H &2,
HRE R E2.6.4-7.2.3)
He H. et al. : Drug Metab.Dispos.2009 ; 37 (3) : 536-544
TR A 2 MR E U7 A SEE (T2 78 : 20101 H20H &G
HREERMTE2.7.6-2.1.6)
K@ (=7 78E - 20101 H20HA&GR . FEEHES)
b N TOEERIMOIn vitrolc B B1EE (T2 78 1 2010414
20H74GR. HFEERMNE2.6.2-3.1.2)
in vivoft# (=27 7§ : 201081 A20H &:2.
5.1)

2

3

s &

<

3

H
SN

— —
N —

—_—
SR
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IR EORHEE2 6.4~



16) BEERA 23R E Lz BRI SHEE (T2 78 @ 201081 H20H &7,
e RMTEE2.7.6-2.1.1)

17) in vivo s 5 > AR—=% —ICBd B2MEF (=27 7§ : 20101 H20H
AR HEBERMIE2.6.4-7.1.2)

18) in vitro s 7 ¥ AKX —% —IZBI$ 25T (T2 78 : 201081 H20H
KRR HEERMNE2.6.4-7.1.1)

19) Pentikdinen,P.]. et al. : Eur.J.Clin.Pharmacol.1979 ; 16 (3) :
195-202

20) Kimura,N. et al. : Drug.Metab.Pharmacokinet.2005 ; 20 (5) :
379-386

21) BREREREICB I 2EYHEOMET (L7 7§ 20101 H20H

AR, HBERHMEE2.7.6-2.3.3)

22) He Y.-L. et al. : Int.J.Clin.Pharmacol.Ther.2013 ; 51 (9) :
693-703

23) He Y.-L. et al. : Eur.].Clin.Pharmacol.2007 ; 63 (7) : 677-686

24) FFHEREREREICB T 2EYEROMET (=7 7§ : 20108£1H20H
AR, HEERMEE2.7.6-2.3.2)

25) He Y.-L. et al. : Br.].Clin.Pharmacol.2008 ; 65 (3) : 338-346

26) He Y.-L. et al. : J.Clin.Pharmacol.2008 ; 48 (1) : 85-95

27) Ayalasomayajula S.P. et al. : Curr.Med.Res.Opin.2007 ; 23

(12) : 2913-2920

28) He Y.-L. et al. : Curr.Med.Res.Opin.2007 ; 23 (5) : 1131-1138

29) He Y.-L. et al. : J.Clin.Pharmacol.2007 ; 47 (8) : 998-1004

30) Serra D. et al. : Int.].Clin.Pharmacol. Ther.2008 ; 46 (7) :
349-364

31) He Y.-L. et al. : Curr.Med.Res.Opin.2009 ; 25 (5) : 1265-1272

32) Yamaguchi M. et al. : Int.J.Clin.Pharmacol. Ther.2013 ; 51

(8) : 641-651

33) Somogyi,A. etal. : Br.J.Clin.Pharmacol.1987 ; 23 (5) : 545-
551

34) Song [.H. et al. : J.Acquired Immune Defic.Syndr.2016 ; 72

(4) : 400-407

35) Johansson,S. et al. : Clin.Pharmacokinet.2014 ; 53 (9) : 837-
847

36) HWNEFR  AYERESEEREE (BA3ELD)

37) A bRV I VIERRE CHIRAT 3 R BB RIR R E 2 R & UK
HEE (7 Xy NECASE | 20158E9F 28 H&RR. HIREERMEEDR.7.6-
4.1.1)

38) ELF T TF U THRERTD R BIERIREE & MR E U ERR
B (7 A v NEASE: 2015FF9H28H &R, HIGEERHMIEE2.7.6-
4.1.2)

39) /NHIEHEANIZ A ¢ FEE LK. 2012 5 61 (12) : 2593-2611

40) &MDPPICX 9 2PEEERAOMET (=27 7§ 1 201081 H20H & E.
HEEERMTE2.6.2-2.1.2.2)

41) DPP-4icxtd 2 EERROMEET (T2 78 : 201081 H20H &&2.
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