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1. 24
=R

1.1 EERIBET O R—2REFRITIENHY. ETICEL L
FlHM|EZTNTNS, BT R—2RXERILPTVESEIC
[Fr5LANIE, [2.2, 2.4, 2.5, 8.2, 9.2, 9.3, 11.1.1
SH]

1.2 BHEEEREEXIFEEREDHZ2EE. aRECIRET 515
BICIE. THICBHECHEEEZER T SR EEECERET
52 ¢, BFILTSRULEDERETIE, FAFTRESDETEZEEIC
FIFg B &, [8.2,0 9.2, 9.3, 9.8, 11. 1. 18H]

2. B2 (ROEZBICIIRELARNWI L)

21$§§WQXMEﬁ7%4F%%ﬂtﬁbﬁ@ﬁ@%ﬁﬁ@
»HB5HE

2.2 RICRETHEYE (A7 R—IX2EIL2TW,] (1.1,
8.2.1-8.2.3, 11.1. 1&H]

- AT S R = ZAQMEDH HEE

- B OBHAEREZE (eGFR30mL/min/1. 73m2EiiE) DH 5 H
BXIBEITERYE EEETZ2ED) [9.2. 150H]

CDIMER. WMHEECEEORE S avr. LAR. OHE
JE, THIEERRZ) D D HBEF T OZE DM KES #IME 2 th S
TWIREEICH 2 BE KRR O TTHEIC K 0 FLERPE 4 231
nd 5.1

- KIE D BE SUIHACRES R a S N B BE (T, ImH%
DOEIBEEDH D BEE, ROBERMIKE BT
CBEOY)ILI—)VEBEE B DO MRBEENE T
T3, £/2 BkIREEZKT ZENHS.] [10. 1B1-]

2.3 BERREMES B Y Y R—3 X, BREIESE I SE 18
R DEBF (WK, 1 > A 2T &K 2 W0 T2 & Ml D& 1F
MUHETH %,]

2.4 HEOTHEEREDH 2 HBEE [IFRICH T 22 OEEE
BFL., A7 > R—32Z2RI LTV, £, FHEaERE
NERT BTN HS.] [1.1, 8.2.1, 9.3. 18]

2.5 FEAEIRE,. FEiI%. BERNMIODEE (1R >
HFICE D MBEERNEENS O TAROBREITEE R0, £
2o A7 R—3 22 RIL2T,] (1.1, 8.2, 11.1.1%
]

2.6 EBRARIRE, HIARIREE. TIIRME. I FERAEAER 2T
BIEHAER 20 ERE R 2EZTBTNad 5. ]

2.7 HROIIEIR L T A AR 0 & B 40t [9. 55]]

3. HARKL - K
3.1 ¥R
IRoE4 ARENVEAFELD [h—7) | AREVEASEHD [h—17)
ENF TN TF EnNy s IF
BEHID | e BOMG|  vvvevreeeeeeeeeeeeennnenes 50mg
AR (AR A RIS R (AR A )L Rk
........................ 950mg ceeren 500ME

ERoF>Soilllo—x, F> 77 a—)Vg
Emal (T PUTA AFTUSEY X TA, BT OAD—
o~ 7; '\;7121:?—}1/6000\ BibF5 >, ZIVr. EBE=E
34

3.2 BFIDMHR
H7e4 AREVELGHELD [h—"7) | ARE)VEGHEHD [h—"7)
AR - FE HHAOHHBEO 7 AV Ld—TF 1 > T

g |E | AREN @& b—0 LD [URE) @& h—7 HD
For| g | EVITUTF 50 ELFTYTF 50
A MRV > 250 A RFIVI > 500
x
car
i
B (mm) | 13.2,5.8 (BfE/EH) | 16.1/7.1 (BR/ 6K
E & (mm) 4.7 5.8
P (mg) 348 638
4. HEEXIIHRE
2EIERAS

L. EWSTUTFUOROA MRV GRRIEOHBICELS
REDEY B ENDIBEICR S,

5 FMEEXIIFHNRICEET 5.FE

5.1 AKIZ 28 RIAREDOF B L L THWRN I &,

5.2 AFILD (EWVF T TF /A KV HEREE & L T50mg/250mg)
ZOWTI, FRIELT, BUZENSY 7Y FF > 50mg 1H2[E KA b
BV 2 HEEEE250mg 1H 208 % BEF LIREEDYZE L TW A H5E. D0
WBENS 7 7F 2 50mg 1H2EXIE A ML I 2 HEREH250mg 1 H 2
DHAIDIRE L VIRA TGS, FHERFNT L&,

5.3 AKIHD (EVF T UTF 2/ AMKIII UHEEEEEL T50mg/
500mg) IZDOWTid. FHAIE LT, BECENF Z U 7F > 50mg 1H2[H
KOARRIV 2 UHEHES00mg 1H2[EZ P LIREENZE L T35
A EIF T TF 2 50mg LA2EK O A MRV I > HiEEH250mg 1H2
E DB L DNEAT G E HDNWEA MBIV 2 HEEE500mg
1H2[EIOHFIDBRFIC L OEAT G, FHERETD 2L,

5.4 AFEEEHIZBWT, AFIORGENRENST T ) TF O ROA MRV
USROS BERIOMH LD BB TH 2 NEEICHET S 2 &,

5.5 HEEOBMAEREDDH 2 HEE (eGFR30mL/min/1. 73m2LA 1-60mL/
min/1. 73m2E&{i) Tk, ENVF T U TF U RUA MRV VIR 2%
BREICE U THET 2R EEHEREENDLETH 2720, AFIZFHE
T BREFOMHERNT S E, 821 9.2.2, 11 1. 18]

5.6 AFIOBERIZBNTIE. & 50 COBRBEBEDOIEATH 2 BFEE.
BRI TTO T &,

6. RERUHE

WE. RACELELSE (EVF T FF /A MRV VB E L
T50mg/250mg X i250mg/500mg) % 1H2[EM, 4 I 15T 5,

7. RERVREICHEYT 518
TN ENYTUTF I RUA MRV RO & BRI O M - 1
BEEEL T BEILICAKOHEZRDD I L,



7.

2 EF T TF>50mg 1H2EOHADBEIC K DR T4
BB ER. AEILDA S HEEZMIGT D 2 &

8. BEENRERNIE
8.1 AFDOMEMITH = > TS, BH RTINS UK MEE IR K O

ZOMUTFETDONWTHFHBTH T &, [9.1. 1, 11 1. 45 ]

8.2 AHNDOHEMHADTH DA PRIV ITKD FNICHE AR Y

8.

8.

8.

9.
9.

PR RERITIENDHD, URZRTEL TR BHRERE
L AP RERE G, (KRR R E 2 R e W IREE. K CGRIRIEM
EATLEAOHMZEY) . BEOT)ILI—)VEEL BHE. &
HEENH SN TS, KT, Bk, BEO T IV I —)L R
KVEFORENBETZILEHHDDT, LTFTORITIERET D
Z&, [1.1. 1.2, 2.5, 9.1.3, 11. 1. 1]

2.1 AR OB EHAR R PZ D% bS5 I3 E i, Bikae

(eGFR%) M UIHEREZTER T 2 & &b, BHEDIKREIC T4
BLTRSOBESR KRR GROAHEZMAT 22 L. b, Sl
FHE. RICHEESREBENLELRSE AT, K O HEENCHEGE
5Z&, [2.2, 2.4, 5.5, 9.2.3, 9.3.2, 9.8%M]

. 2.2 BKRERD B S N E I35 2R L, BYaLEE

o2&, FIRIEHZAT 23K (FIRAl. SGLT2MEAIS) &
OO, BFITBKICERT S 2 &, [2.2. 10. 280]

. 2.3 AR QR GHIER R OZ 0% BEGHIIEYIC. LFONE

ZEFERCZTORBEICTHEETD I &

CBEOTIV -V EBRERT S L, (2.2, 10. 1ZH]

S FEEL TR EM. BEERAREOERIAR CvITA)
DR, PARENRESND 2D, WokAkRMZERIEL.
ERCHRT S & [2.2, 9. 1. 350d]

-HEET R 20ER (BEEE AR iR, @i
%2]%) NHSOLNEHEITE. BEbIcZ2d2IL, 11112
il

2.4 A— RiigH 2N TREZTOBEFICBW T, A¥0fH

WD THHAPRIVI COHFHICIOABRY > R— X &R
TIENDHHODOT, MEMIAROREZ—RICHIET 2 &
(27U, BRIIHREBEZITOMRENHSHEEHR)., I — Mg
Al G248 R IIARI O G 2B L BN & b, RTHEH
Kk, BEOREBICERT S I &, [10. 22 ]

.3 HERERE (HRZED) O obND I ENHHDT, KA

e 5-0maT. R SHBRIFEMIIDR< ED3In AR, T0®D
EWRC IR 217D 2 & (11 1. 23]

4 KHOHFRITHHENT T TF K 0 BIERER NS 5
OB ENHBDT, FRGHI7RE L WIZR, NEM:5F O F)E R
NHLOLNBEITIE. BONCEMOBZREZ T 5K D EBHIC
BRI 5 2L, [11 1. 631

.5 ARG PR, gk, REZEHNICHREL. EROMRZH

MmN, KFIE3IH AEG L THRERNAR T 225513 OIEEE
NOEFEEEETDH L,

. 6 (R IMLBE B MR MBEHE IR &2 2 B2 d 5D T, mifEE.

HEHEOEIEFIINEL TNLHIEFICRETSEETEEET S
Z &, [11. 1. 45H]

7 AFIEMOBERFAROMHICB T 2L e2HIImFT I N TV
(AR

8 RENIDHEMRD THDEINY T TF > EGLP-1ZBIKRES
BTN HGLP-1Z B K Z N LR FMEHRZEL TWS,
Bzt L 7= ORISR IT 72 <. BRI
INTWVARN,

.9 AFIDERRF THDA MBIV > &A AT 2 VI3MEHET

O—FHNELBEL TVDREENDD I &, £ A ATUITD
ENEERRBLICBNT, EFT7FA RREFEOA L7256, i
DFERI A & OB IE & ik U T LS EIR N 2 <o s 1
EEDW|ENDHD I NS, FHEAOREROEICIIEET 22
&, [10. 2]

BEDHERZEITHBEICHT IR
1 BHHE - IEBSE0H 555

9.1.1 BEIEEETHEETNOHILUTOEERILIREE

- ARAT REER, SEEREORE
4OV il Apeit )
[8.1, 11 1. 42H]

9.1.2 IEERFIMOBHER (IGEAEDEEDH 5 EE

IGHZEEZE I THBENND D, (11 1. 78H]

9.1.3 BPEDEE

9.

Y 2 R=P AZRITBENND S, (8.2, 8.2.3. 11 L. 1ZH]

2 BrrEEEsE

BN BT 2P U A PRIV > OMmHIREN BRI %7
W, AT R—  AFEOHEBU X7 @< m 5 eeiEnd %,
e, ENVY TV TFOOMPREN LRSS, (11, 1.2, 9.8,

11. 1.1, 16. 6. 1Z#]

9.2.1 EEDOBHBEREZEDHSEHE (eGFR30ML/min/1. 73mKiH) X
3B EE BREREZST)

BELRWI &, [2.280]

9.22 FEEDEBEREDH HEH (eGFR30mL/min/1. 73m2LL £
60mL/min/1. 73m2KR %)

AFIEFEHAET. FHEAOHHZERFNT S &, [6.55#]

9.2.3 BEDBHRIEREDHIEE
(8. 2. 1Z:Hd]

9.3 FHgsEEESRE

JFIIC BT 2B OMRBENME T L., ABTY > R— 2Z0FHEHKRY
A NEL B EEENH B, [1.1. 1.2, 9.8, 11.1. 1ZH]

9.3.1 EEOEEEEDHIES

BELRVWI &, [2.450]

9.3.2 BE~PEEDOHEEREEDH SEE
[8. 2. 1ZHd]

9.5 TR

IR XTI IR L TW A ATREE D b I35 LisnwZ &, 8
WEE (Sv b, 99F) TENWY T TFUKREARRILI >
DRHRBEANDOBITHRDENT NS, £z, 8WER (S ) T
ARBRIVI COETRIERNBRE SN TVSD, £/, EEIIALE
TYR=IZEEILPTWN, [2.7, 11. 1. 1BH]

9.6 Z7L1%

B EOFERERVORBAREOERZEZEE L. BAOMKE T
hikEBRFTS2 L, BMER (v ) T, ENVYITYTF
KUOA BRIV ORAAFABITTS I ENHmEINTN S,

9.7 /NR

INBEZ IR E U EBRHABIISER L ThRn,

9.8 EinE

HBET7 S R—2AZEIL2TVDOT, UFORIIEET S &,
EEE TIE. BHRE. HFHERENMETL TWS 2 &n%<, £
BiAGERZREZ LT, [1.2, 8.2.1, 9.2, 9.3, 11. 1. 1BH]

- AR OEGBIART. HEPIXEMNIC, FFiCEERRRBERN
MBIRIGE I R 0 BENC B AR ERE 2 MR T 5 E 7
WU BN EHEICRG TS5, AMKRILVIIFEEAE
R ng, REMKOETERPICHMIND, T/, HFHEE
DR FIZ & DA ORBHRENE F T 5,

- B HERE O B AE IR B OIRBEIC T 1 EE L TR S O R
BEMHNTD &, BICHBRU EOERETIX. A7 > R—
DAMELSBEINTBY., PRBARTHDZENZ VD,
ARG DG ZE L D EEICHETS I &,

S MEZ LY FDOENIEFH#HENTH > TH, Flick->Tid
EEOBHENKTL TWE ZENH DD T, eGFREDHEE L
T, EEICEFOREZHRTLZ &,

10. #HEEHR

EWVF T TF R EICRBICE DL L, REMKD R D HE
RIF23% THo7z. £2e AMRILIVRIFEAERBEINT, £
EAEDO EERPICHEME NS, [16.5. 1. 16.5. 2]
10.1 HAZE BtALZWZ L)

PSR HRARIEIR - FEETIE | T - faBRA T

TIA—) GBECER) | ARY > K- XZlE | FicBiT A
(2.2, 8.2.3, 11.1.1% | 29 T EHH B, A7 B DO HHEEH K

HA] BEHIBEOTIV|FT 2, £/,
J—)VBHE (BB = | BKREZ R

BETFD &, ZENH %,

10.2 HAEFE BRICERT S L)

HHI4E HRPRAEIR - FEETTE | B - AR T
3— RiEEH BEARICK D AR Y > | BEREIMET L,
[8.2.4, 11 1. 1%H] B AZERITIEIA KIS 2O
nd 5, HREE T 9 %

I—-REFHZHNT | ZENBIALN
BMEZTOHBEITE. | TWa,
RENDF: 5 7= — Ky

kg sz L,
Bt oL E ﬁ:‘ iz J:EDE?L E%;? é
FERA L CYAZEIY O

BAF DG 2K
I - Pk ol

WY NEETTD T &,




HHN HRARIEIR - HEE R | BT - AR
FIRIER 2 A 23 BiKkiZEOABY | FRIEHZET

FIRA R—I 2T L |DEANITKD,
SGLTo M %, BKEERN B | (KA AT L
A S5HNEBEITIE. A | BARKEIC RS
(8.2.2, 11.1. 1244id] HOBGERIEL, | 2 &b 5.
OB ETTS 2 &,

MUBERE TR 23509 % 38 | (RImBEERAYE 2 3 | M B % T 7R A
Al TNNH L. MEE, | HRICKD,
Z DfiEF OIREE +

BRI ; :
o | CERUAA S
AN T S BRE) 220 Theiz 200

%%wm_wWVY% FRSL AT
CITIA KREN | DA, o %
A R S HHE| %@%wggﬁméé
FrIUYLRER |15 DA OREER
a-7nasy—vp|HTPCE
5]
SGLT2M 7]
A > 2 ) S A0
(B
GLP-1 A K IEB %
AT
B3l
S ENy
MAOH ]
74T 5— R
[11. 1. 42:H]

7o AVERIER)IVE Al BFIARHITH 2,

HALEHER O FEBNCE | RO R IC
HIsZ&, EAS L ER
MAFED 5N T
Wa,

AATYI Y
(8. 95

MR FIEH 20359 23 | mpEES EF L Ta s | mBEk FEHRO
i FO—ILARIZRZE | EHIHICL S,

FRLFU TNNDH D, MBEE.

S ZOMBHEORIES |

HIRIEURL T B U1 hi 5

PRI L E chN

SR ILE

FIRA

ZaOF UMk

T 1) FT IR

ESUFIF RPN TH 2.

PSS P INE
£ % AL
WL A 5
NTn5,

OCT2., MATELl., Xid| A bRV Ol |O0CT2, MATEL
MATE2-KZ[HE T 284 | EAA LA L, EHMHE | UIMATE2-K%
W LBENNDHD. [ LA MBI

R— ZDEEVWIREVWEEITIE. ABONEHESZ2HEOI LR
Y B EITS 2 &, [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. 1Z:g]
11.1.2 R, FRHEEREE. &EE BEERH)
ALTXIZAST. ALP., 7-GTP. F U E > D LR%EES L. IF
BRElEE, BENDSDOND I ENHDHD T, BEETHHITTW,
YR MEZTD Z &, BB E 2R T 22 OMOER
NH5bNHEIE. AFlOZREERIETSZE, ENF TS
FTBNT, FHEPIERICHEZED EANEELZbDOD, Hik
BIZEDERELEASRESN TN ZEND, HEOTHEeR
BERET ZZOMOIERVBEE L ZHETHARRZEDENSY S
UTFUEEATHHHEREG LW &, (8. 35H]
11.1.3 MEZE GEEARH)
CIWF TV TF L &7 204 T3 VEBBERRERNZHML T
LHEETIE. AL TWARWEFICHNTIIEREO FBEFE NS
Mol EDHEND S, [10. 220]]
1. 1.4 {KIN¥E HEREH)
RIMENRD 5ONDZENDH D, AINKRIINTL TR EDOHHFTE
B RMBEERDS S S b, BHHEEZRIFAGMEINTNS,
(R MR DSERD S NS S ICIHE 2 5 DA 2EBRT 57/ C
YIBMEZTH T &, 72720, a-ZN a5 —VHEREDHM
XD RIEHER D GFRD SN B AT T R B2 %5752 &,
[8.1. 8.6, 9.1.1. 10.2%H]
11.1.5 HEEERRRAE (BERIH)
g, BE. CKER., M kRBP4 08 > LR 2F#
& BRBUTRAIEN D 5D T ENH 5,
11.1.6 SRR (BEE )
RS L WIS, RS O BENED SN A I3RS &2
IEU, @EORAEZTTD 2 &, [8.45/]
1.1.7 BREAE (BHEARY)
EE O, IR, T M. BRSO RESED sz
BECEREGEETEL, BYRLEZTS &, [9.1. 28]
11.1.8 BEMMR GHEAH)
N, PRUR RIS, FEEL MRFO RN (RET) HFNRD SN gE
T, R HERXAE. BIERCT. i~ —h —2EOME 2 S
5T &, MEEmENSEDNZHEIIES2hIEL, FIBRER
WEHOBRELZOBEY BNEZITD T &
1.1.9 $EXRAE FEERH)
K, NSAEND SONZGEEITE. HERESMHEKL, #E5%2
kT AR EHYRNERZITY I &
1.2 ZDDEIER

<~ )(}-“*“ 9 A
SR, Bz P10, B | 3 > OBk

T S U CAR 2R | EIND &5
EIT 77l THAEMBEIEET | A5H TS,
INTHZT 5T &,

AHTaAFJZT A

EIFAE T4
TV T OEWMER | VY T TF O ET | BFEAHTH S,
[ O E RIS

[11. 1. 3%#] FIAEAIZHHL T
HEETIE. PFHLT
W WERFIZ AT

PRI O FE BRI A3

Mol EOWMEND %,

1. BI{EA

ROBEWERMNSH 50NBZENHHD T, BHLREZT/HITTN, BE
WRD SN GEIIHR G 2F LT 57 EEURILEZITD 2 &,
1.1 BEXAEER
11.1.1 AEET7 S R—2 R (BEEARH)

HEE7 > R—3 2 (MPAEEED L5, AR/ EILE B A,
MEpHDOK TEHZ/RT) I FRARD I ENEL N, —BRIICTEH
T ORI A TH B2, BEER. AR, AR &e
WEZEDEIRNASND ZENLL, ZNEDERND S5ONBEE
WRESBICHRGERIEL, HBERREETTO 2 &, B, ABT >

I~5%AT Vs S ]
L B MEREC RN, 2| i Bk 5
MERIVZ — | i /1 45 50 i A
e HFREEREC N
e P e VRO, SR
FRERIS | 5% . IR
Ll — — s
b — ELE -
R, 7 3| B WA, M. AR,
S | M. S, |CRR. N,
WIREEED | TR, B | ORI, W R | R
WL
IN—T B
. B ALTH N, ASTH | 7 -GTPHIpI. fH
ITFAELE AR 5 . ALPREAN TR
) A Bl B LT Fo M
BRUREES . BUNEN
T FLEERIIN. JREEM | b — A, A
RRORE] U AR, €
e % 3 BT
I — B i AP D
SiFiE @%f%%?f%
e - S FEAE. RIS,
BRI R b kL
2 6 15 2
Zellg B CRPL |i7A BRI, 7
CK-MB . CK
Toft TR

D BER, JAREK. TIRESFIAEY > F— X0UERTH 2 Z &
bHDHOTHEET DI &,
F2) BRI D EY I VB WINARENH 5OND I END 5,



13. BEKRS

13.1 fEIR
A7 R—I ANEZI BT End 5, [11.1. 15H]
13.2 LB

HEET > R—= ANBOSNLEHEIE. 7 R—2 ZOFIE (%
ek FE MU U LFES) . i GREIFIR) . MkENE DY)
BMEZITS. BB, ENVY TV TF U RMEETIC L DRES
NN,

14. BRAELODFEE

14.1 FERIRMFEFOEER
PTPE OFFNIPTPS — b6 HO L TR T 2 X D 15ET 5
Z &, PTP>— b OHEEKITE D, EEOIMAERA BB R E AR A L.
Egg%ﬂ%:ﬁ LU CHERIAASDEEREGMMEEZHET D Z &
n o

15. ZD/ODFE

15. 1 EREREEA ICED < 53R

15.1.1 A >RV > XIR O MpERE TR ORGHicy > oF T2 >
EHBEFAERZRETS 2 EICKD, RIOESEZ DTV E
DHEND 5,

15. 2 JEEGPRALER (CE D < 1HHR

15.2.1 YURZHAWEZEINSY 7 TF > D104 M K ER D% 5 0
AFEMERBRIZB N T, 1,000mg/kg/H (50mg 1H2[EAETOE
MZ@EE (AUC) D199f%) B ot © LM O 56 A4 61 45 A3 84
L. 1,000mg/kg/ H B DU Fz 1250mg/kg/ H LA LB O #E Il & A
JIEE D F A B A U 7=,

15.2.2 =7 A PN ZRANWEENSY 7 TF 2 O13 A O#%5H
PEEABRIC BN T, 50mg 1H2EHETO L MEERE (AUC) ITH
W3 55mg/kg/ AL EOHE T, Wi, BRORBEH%SD LK ERZE

(5mg/kg/ H TH G M Ik Uz —@tE oK, 20mg/ke/H
LA ETH%ME, MiE%. 80mg/kg/HELETHRESE) NMEIN TN
%,

Fo, HZOAPNERAWEZENY T TF OO O#%5 %

HERBICB N T, 20mg/kg/HLA LOHET, BEIZEL D YEES

BICAMHEEMREE L T, BRHEE. MKELFEHNT A—F
(LDH. CK. ALTKTUAST) @ L&H. KBET. MEME T 38

ik 2 £ S K D Seiiial > DRI H S TN TS, 40mg/kg/HELE

DOHET, —HOEAKTHED L IZELRD SN T,

A TR R — M TSR IcEIE L 72,

BB, FAEOBEEFRIMOBME (XYZX, Iy b A XKV

THF) Kb b TIREE SN TWAN,

16. ZEYENEE

16. 1 MAEE

16. 1.1 EYEHI RS ER
BERANBTEZNRELZENYTY TF 2/ A MRV VEEEE
50mg/250mgHlit &5 88 & A0 H O AW FaE iR (49 . AR
WCEWY T U TF /A RKIV > HEEEES0mg/500mghic & 8E & B
BEH O MRS ERBR @8h) OF—¥ #LIFITRT,. EILY
JUTF /A NRI I EEEER A S X CHEAIG R 27 0 X4 —
IN—{EIC X D ZEERFICHER IR G LzEE, ENY T TF K
DA RNFILI > OMBEFREYFHIE/NT A—FIZEDEBOTHD.
EYPERRISE RS 572,99

16. 1. 2 EMFHIRF M AR
(ARENEEED Th—7 1)
AFRENEEGHEHID b= &7 XAy MG #EHDZ, 7 OX
F—N—FickoEnENE (ENVFZ ) TF > ELT50mg. A
MRV R & U T500me) fRERERR A BT ICH R B AR 3 5
LTENS T TF O ROARNRIL > Ot RE LA 2 3l
EL., HFoN=EYEE/NT A—% (AUC. Cmax) IZDWTI%E
FXEEICTREHEN 21T o 7. TOREER. WT N Hlog (0. 80) ~
log (1. 25) DHPANTH 0. WAID ALY FHRSEED R I Nz
M ENVFTUVTFY
(ng/mL)
400
—o— t AREJVELEFEHD [h—7)
350 —— : I7 Ay MNid&HEHD
n=26. VIl +ERHERZE

EEESRE

: O~
0 4 8 12 16 20 24
#51% 0K (h)

YT XA —F

HENT A—5 BEINTA—F
AUCo-24n Cmax Tmax Tie
(ng * h/mL) (ng/mL) (h) (h)
AREVEAEHD Th—7) 1207 +256 310.0+98.4 | 2.96=+0.96 | 2.33£0.54
I Ay MEGEHEHD 1188+209 317.6+94.1 | 2.87+0.89 | 2.44+0.75

EAT T TF XAV

masE | wADHE BasE | wAOE
50mg/250mg (n=49)
Cmax (ng/mL) 2634639 | 272+460.9 | 831-187 | 831+180
AUClast (ng - h/mL) | 1,180+203 | 1,190+194 | 5 3704936 | 5 370797
Tmax’* (h) o. oy 0 | . st 0 | 00 00 | 0hs, 00)
T2 (h) 1.76+0.260 | 1.7140.185 | 3.58+0.696 | 3.53-£0. 612
50mg/500mg (n=48)
Cmax (ng/mL) 2564685 | 2634682 | 1,450+383 | 1,470+385
AUClast (ng - h/ml) | 1,180+224 | 1,190+212 | 9,370+2,020 |9, 3801, 980
Tmax™ () (100502 | (Loveno) | ©0.7205.02) | (10000
T2 (h) 1.89+0.317 | 1.88+0.207 | 3.96+0.777 | 4.09+0. 781

T AR AR, 3 refE (EERE)

PEfil £ FRE (R, n=26
Mg EENE NCAUC, Cmax5 D/ T A—4 13, #EE ORI, KK HRIEE -
IRe )5 DFBRGAE I & o THRIR D alREMEA S 5.
@) AbHRIEY
(ng/mL)

1800
—o—  AREIEEEHD Th—17)
1600 —— 1 I7 Av MEHAEEHD
1400 | n=26, FEIfii + AR

1200
1000 ¢

EEEERE

800 H
600
400
200 |

0

=Xe,

4 8 12 16 20 24
5% 0K (h)

HYBREINT A —F

HIEINT A—F BENT A—H
AUCo-24n Cmax Tmax Ti/2
(ng * h/mL) (ng/mL) (h) (h)
AREVEAEHD Th=7) | 9023+1999 1479+ 364 2.89£1.13 | 4.02=£0. 64
I Ay Mid&sEHD | 8716 £1694 1461+336 2.65+0.87 | 4.10£0.47

SR+ ARAE(R S, n=26
M RN CNTAUC, CmaxS5D/N T X —&13, #RE DFIR, Rk DEREL=EL -
IRe 15 DFABR G & > TRIR D WA B 5



16. 2 BRUR
16.2.1 BEDHE

fRER AR T Q4 ICENY T TF /X MBIV VIEBIE

50mg/500mgfil &g & 2SR R O BZICHEROKZE Lz &,

Cmax % FAUCo-2an DT B DLt (B G/ EERRS) &%

DIGEFFXENE. ENY U FF 2 TL05 [0.95,1.17] KU1 08

[1.02,1.15]. A bMHJLI >TO0.74 [0.68,0.80] KT0.90
[0.83,0.98] THo/=.?

16.3 9%
EWVY 7 TF > Din vitro MEEAFEEHRIZ. 3% TH oz, A MK
IV BIMEERICHA LW EDOHENDH 5,90

16. 4 {35t

16.4.1 ENWFTUTF

1) ENF 7Y TF1ZCYP2A6. 2B6, 2C8. 2C9. 2C19. 2E1.
2]2. 3AATIIMR#M I NN o7z, F/z. CYPLA2, 2B6. 2C8.
2C9. 2C19. 2D6. 2El1. 3A4/5ZfH#EHEJ. CYPLA2, 2C8.
2B6. 2C9. 2C19. 3AZFEL /N> /= (in vitro),® 910

(2) fEEERABT @h) ICUCER#LZENSF Z U TF 2 100mg %
BEREOKS Lz &, mEhIcidE & UTRERE (nsEdh
BIEMED25.7%) KO T J ENIKS RS 7= RIEERH D

(M20. 7, 55.5%) EMEL. TOMTIL7 O BIEK
9.5%) KO7 2 RfsE oMK @HY 8.1%) 2@BH 5N
7z REUOHEFOFEAHPIE, M20.7 (56.5%) THO., 0D
7V 7 oV EEAER (4.4%). 7 2 RESE DMK @A # Y
(B.7% MEDLSN, TV rarBREKRIENY T TF
CEREDIRTFINRTFH —t-4 (DPP-4) HELHEZ
RTH, M20. 7TOEE IS THL<. 7 2 REEE K7
RPN EFEMNZ RS Ah> - GHEADT—4), 1019 (¥
WE T TF > OEGRI N AR O EIZ50mg 2 1 H 2[E XX
1ETH 2,)

16.5 kit

16.5.1 ENFTUTF

(1) ERABRT (66)) ICENY U TF > 50mgz a0 & 5
L7e86, B5%36 M E TITRE (bR E L T22. 7% IRFITHE
MEn, B2 175> 2139.83L/h (164mL/min) TH > 7=,
ENVF T TF 2 ORBFNOHRMT. REEYIRRAE 7 DB
BhRBENS, 1910

(2) EERABRT @F) ITHUCEHLZEINSY T Y FF2100mg%
HERE G Lz & &, 168EFRILANICIR G U 7= i BE D 85% A%
R, 15%3Ehic it S iz, R OFEPITHE S /2 R EE
LIRDEIBR T ENFNHREGEED2 MUY TH> 7= GLEAD
F—4).10 [10. ]

(ENVF TV TF > OERRBI N AiEROHRIZ50mgZ 1 H2[E
XIF1ETH 5,)

3) YT TF IREBRMOERY =4 > F I AR—F —,
BWAFA 2 NT o AR—F —FiCko THEI NN, F/z.
PHEEHOMEEE TH 2 I ENRINTND (BT DK miE
730. 5mMEL ) (n vitro).\?

16.5.2 A RFRILZ Y

ARV FEEAERBINT, REMAEDO EZRPICHEI X

Ns, A GHD 1ITA MRV CHEREHE500mg 2 BRIk D% 5

Liz& &, #5480 M% £ TORPPEMZRIIZ S EDSL. 65 TH o /=

HNEADTF—4),18 [10. ]
ERD NI AR—F —FEMEZE AW ERFORE, A MRV
JIEEICOCT2Z2 ML TRFICHR SN D &2 5N/, 19

16.6 BEDEREFTHEE

16.6.1 BHEclEEERE

BRENS HEOBAEMESSE 44]) ICEILY T TF 2 100mg%

BEREOKEGLZEE, ENY T TF 2 OAUC-I ISR IC L

N, PHEE, HEOBEEERE RS KO MBI B

TZENZFN2. 0165, 1.314%, 2.33f5%. 1. 42f5m <. CmaxizThZh

1.66f%, 1.08f%. 1.56f%. 1.24f%mh > 7z, M20. 7TOAUC)-24ntd. #%

. PEE, HEOBEEERE RS K MBI AT AT IR RS TR

WEE XD FNENL 5. 2.6f%, 6. 145, 6. 7%m <. CmaxidZn =

L 6f%5. 2,465, 5. 4%, 8. UE@EM o7z, BICK>TENY U T

F B G ROFBNBRES N, M20. TI3BENIC L > Tl g

MBENTRIDS0RLL FIIE T L7z, 20

BENS HEOBHAERESSE A8f]) VYT TF > 50mg#l

H1E14ARRR OB G L& &, EILY T TF > DAUC-aamld il HEw:

BRFICHNTRE, TEE, MOEEOBHEEERETEINTA

1.40f%, 17145, 2.00f%& <. CmaxidZNENnl. 3745, 1.32f%. 1.36

Rz M20. 7TOAUC2mid. B, . ROEE OB HEER

EBEETHERBRE LD ENENL 6665, 3.207%. 7.30f5% <. Cmax

IZENENL 5745, 2.56f%, 5.55fFmM oz, VIV O EBIERD

AUCooamld. R, thEERs, N OVEE OB AR 2 B TIEENBRE &

DZFNZFNL 35, 2,691, 7.25f%E <. CmaxizZh Nl 135,

1.60f%. 3.00f5@mMm o7z READT—4).2D (ENWFTUTF>D

ARSI N HiE R O EIIS0mgZ2 1 H2[E XE1ETH B.) (9. 22:#]

TR B B OB B RERE R IC BV Y 7 ) FF > 100mg &
Hilalfg O3 G D MBI RE/N T A — 5

B5H Cmax Tmax AUCo-t Tz CLr

(BiEmE0EE)  (ng/ml) (h) (ng + h/mL) (h) (L/h)
e Fet S *1.00
=24 477+114 0,50, 2. 00) 1,872+461 3.95+1.82 12.36+3.36
W #], 50
=6 792+£229 (1.50. 2. 00) 3,764+967 2.83+0.76 6.06+2.71
AR *1.25
n=6 514+279 (0.50. 2.00) 2,451+1, 343 3.89+1.64 5.98+4. 21
HE #1., 00
n=6 745+235 (0.50. 4.00) 4,363+2,069 3.55+0.35 1.44+0.75
I ZE T D 150
DA NASE 591166 (.50 : 3.00) 2,656+532 8.05£6.26 —
n=6 T

SEHE EAEER S, X ME (RMEL IR )

HEEE : CLer’50~80mL/min, H1%5[% : CLerA30~50mL/min,

HE : CLer?y30mL/minAi

16.6.2 RHEEERESRE
BERE & BE O AR EERE (166 TS Y TF 2 100mg%
HEROKREGLZEE BERVPEEOH#EERERTICBIIZE
WA T TF > DAUCHdT. TNTN20% [ USUHET L7=2, EEDIF
HEREREE T TIZ22% LA Lk, 8E, TEEOMFHERERERETD
Cmaxi3 fEFEH IR & AR THRSMED S 727, EE O HRERERE
TIIEREHERE LRBETH > 7z, BE, PEHEE. EEOFHERE
HEDM0. 7OAUC-3. fRFEHESRE LN TENZN27TY, 494, 92%
m <. FMIZCmaxiZ =N ZF23%. 46%. 65%mn-o7z FREADT—
7). (ENF T TF 2 OERI N AE &R OHREIZ50mgZE 1 H2
BIXIX1ETdH 5.)

T FEW: B I DR RERE R 1T BV ¥ 7)) 7 F > 100mg %
AR O SR O SEY BIRE )NS5 A—%

fidnid Cmax Tmax AUCo-¢ Tz

(FFHerERE = DR E) (ng/mL) (h) (ng * h/mL) (h)
E?*ﬁﬁ% 6754263 (i)l & oo 2O67EAZ8  2.010.50
fﬁ? a97£229 (;)1 & oo 2 O7T6E514 492486
b 5124166 0o oo  ZAUIETO0 3.08+159
r;if 632247 @ OXOZ o 0p) 332E1472 2.40+0.25

Sl AR A, X ROl RVl R fE)
#J% : Child-PughZ 2 75~6, %% : Child-PughZ 27 7~9,
¥ : Child-PughZx 1 710~12
16.6.3 EEhE
0L L& dRE Q0% \TEN S 7)) TF 2 100mgZ HERE %5 L
72 & EDAUCK UCmaxid, JEmEfmE (18~408) IChtizl TEhEh
132K OL 8@ o7z GMEADTF—4).20 (ENVFTUTF >
DER SN MEK O RIZ50mgZ 1 2R XiX1ETH 5,)
16.7 EYMEEER
16.7.1 ENVFTVTF o EZDMDES
2EIBE PRI R 2 RICA MRV UHEEIE. U TV R RUES
TJUE 2 Elo, BERAZNRICTY LOPES, NIVHILE >,
INAZF o TV UNT Yy, PAFT U EDEY
FIFHEER 2R UzER. ENVY T TF 2 RO REO Y #)
BIIZEL Loz GHEADF—5),29-30
HAN2RIGERBEF 240 ZHRICEIN YU JF 2 50mgalH
2 KR 7 ) R— 0. 2mgZ 1 H3ME3HMAHAZ G L& &, #5383
HEHOEWSY 7Y FF > OCmaxk AUCo-12n1d B G- & Hh X2
NZ N3G K 23%K F L7225, DPP-4fHEANDFEIIRD 517z
N 77,30
16.7.2 A RHRIVE V EZ DD EEH
CUAFTL
RN (TH) 1T U A MRV DHBIEE S AFP 2L
B E. DAF DU OEYFREIIIHENHASNBNOZHDD,
A RFIVI > OAUCHKIS0NEML 7= GAEADF—%) 32
- RVFZIEN
fERER A (B0f) I L A MRV VB E RILTF S EI
50mg/ H Xi3100mg/ H Z#ftA L TRIEHR S Lz8E. A MBIV
> DCmaxNZNZFN66% K I111% EFH L, AUCIHZNZNTI RN
14558 L 7= GAEADTF—4),%)
CNTFHZT
fEFERRA (4B ITHU A MRV VEBEEN Ty Z T &6
AL THEREG LSS, A MRV > OCmax & FAUC-od
NENS0% L 74AREINL., B2 U T T > AM52%6/» Lz GRHEA
DF—4),39



16.8 FDfth

(ARENEREERELDD Th—71D

ARENEEGHELD [b—7) 13, SENER SR OEREA O£
FHRISM A RS54 D IKEDE, AKRENEAHD Th—7) %
BEERIR & U7z & &, VEHIZ BRSSOl S N, EYENICES%
EHREINTD

17. ERPRAEE

17.1 BHERVRLHECET SR

17.1.1 EBREDHEERZRER (X MRV VIERBIE THRTR+ 9728
RimEE)
BFEE, EIBEICIA A MRV CHEE (250mg 1H2[E X
500mg 1H2[E) OBEMLFLETIMAET > o= EshTng
WIS (1396) ZXRIC, BT Y TF 2 50mgid TS
TARZLIH2E2EM A L. EEEMIEH 2 HbALcfé O % 5/l 2
50EMEE L TEIERILRF, 5> Me. ZEHER, 7R
WATRER bR 2 i L 7z FERIIREDEBV TH o /=,

A NV I B TAYRA T4 72 2B R I FR R SR B D s

pER | o HbAle (NGSP. %) ZEMEIG LS (mg/dL)

Bl 5 QLIRS | BEMER | BTHi0 5 ORILRY | BERE

" ° (()()‘)()(g -0.98 (722:8147) 0849

VM 68 (—01 0067) (0.09) * 220823 (4.05) *
ViMzE0 3 000 ¢ - — _
VIM500 | 34 &-0 g‘)" . _ B B

M : A MRV R 250mg X 1E500mg Bl

VM : VEM250 & VHM500D ff &

VAM250 : VY 7 1) FF 2 50mg & A b asL 3 > 250me ff A

VAMS00 : LY 7 1) FF250mge A haL 3 > g HE500me ff A

X 0 BT D < PREEF A (BEERRZE) . # 1 p<<0. 001
BIERRBFEIIEINY T TF 2 & A MRV EESEAH TL6. 2%

(11/68f) THolze ENF T U TF o EANKRIVI HEEAERIC

BUBEBEWERIZY 2 5—YHIMN4. 4% (3/68%1) Tdh o7z,

17.1.2 EREDHEEKRZRR (ELVF TV TF O THRRTH7R2BER
REE)
BEEE, EEEEICMACENY T TF o OBME S TIikED > b
O—)V B e N TR W2RIBERFERE Q716 Z2HRIC. E
W T TF /A RNKII HEEEES0mg/250mehl & 8. 50mg/
500mglid & dE. 37 otR (ENFFY JF 2 50mg) #1H2[E 14
MIREORE L, FEFMIER ZHbALEDHZRGHIN S OB(LEEL T
SHERIER. T A k. ZHER, 77 R, W7 R i
BrEFEEL 2, BRIIREOEBVTH /2,

EWF 70 TF 2 TEIREART5 72 2805 R B35 0 S8R O£ R

HbAlc (NGSP, %) ZefERs B (mg/dL)
58 | n - - - = - -
PGS OBLEH | BEHIZX | B5E S ORLEY | BEEZER
0.14 16. 54
v 56 (0. 08) -0.98 (4. 06) -99. 57
-0. 83 0.10) * -13.02 (4.95) *
VM1 (0.06) (2.83)
-0. 61
V/M250 | 56 000 * — — —
-1. 04
V/M500 | 59 ©.00 * — — —

V:ENF Y FF 2 50mgHAlL V/M : V/M250 & V/M5000DBE&

V/M250 : E)VF 70 TF /A RV 2 > EEH50mg/250mghic £ 8

V/M500 : EJVE 71 FF >/ A RaR)L 2 > HEEH50mg/500mghd & §i

XS EOITICE D <HREE A BEERRZE) . ¢ p<0.001
BERRBEEIENY T TF /A NTIVI VU HEBEEE AT
17.4% (20/11561) TdHoe ENF TV TF /A MRV E#EE
Bl 8BV 5 EBIEME. EfL. TR, F02.6% (3/11541).
T O RN 7% (2/11561) T o 77,37

17.1.3 ENENEBFRER (REIRSHER)
BEEE EEERITMA A MRV UIERSE. F7V U AL a-
TN —CHERUTHEEA > 2D 2 uEiERl (71 ZR)
BT T > b O— )V 2B S N TWRW2BIEREESE (A b
RV UIREEH & OB - 58f) EXRIC, FEANIMAEIL Y T
JF>50mg 1H2[EI 52 MR O 5 L. ShEskdkFE. EEHR. B
BHGRBMAEEML 2. FEHEEB ISR AR GREOR 212 R
T5H5ZEELE, AMKRIVI VEHBEEOHATIIRERIIREFT
Holm. Fir. B OHbALe JDS) EOZLEIZ-0. 5% TH >
7zo
BIEFFBBEEIL A MRV HERE & O T29. 3% (17/58%1) T
Holze ANKRIVI UIEEEE OHRITBT 2 ERENWERIL. FR.
MMy 25 —EHEMmEs. 2% 3/58%1) THok, KRMEHERITA MF
VI U & OBEHTL 7% (1/586) THo72.%®

18. EELHEIB
18.1 etk
AENZ. ENYTUTFURUTA MRV VEBEORARITH 5,
(ENFTVTFV)
DPP-4% 8RN DI HE L. NKEEGLP-1OREZE &Y 5
ZET, MBEKEFEIEICA >R D WEREIEDZEEHITTIVA
Tz MmE U, bR FIER 2 F6i8d 2,39 40.4D
(A BRIV E RS
FEUTHIRICBUT HHAEZMEI L. LMD > AU >4
ENT S < MR FIERZHET 5, £z, KM TORERD
ABEHE, BN S OERINAHEZOEA B ENT NS 2
18. 2 DPP-4BRE/EF
EIY 7Y TFide MiEDPP-4% EEKEFERICHEL, ICsfE
132. M TH o7z, £iz, ENFZ Y TF 3. b RDPP-4 G
AR TR LUTEWEAMEZR L, KiflilZ2~3nMTdH o 7z, 3949
18.3 MFCLP-1(Cxt3 B/ER
QRIBE PRI R F T EIL S 7Y FF > 50mg 2 1 H 287 H i R E R D% 5
5 &, MBEGLP-1EEN ERL=.4
18.4 4 R BRMEICHT 2R
2HUBE R IR B FICE I Y J U JF > 50mg 71 H2[E41 H K AERE %
HU. 422V TilBaEERLZEZA, 122D P
P2ERTIEENGE L GHEADT—5),49.40
18.5 MI#ERE T 1ERARUTHEREREER
18.5. 1 A PRI HI R BB RIS DI = 7 A PIVICENW Y T TF >
Z1H1EL0JARM K E®R #2595 &, HbAlehs, #5R1EIC LR L
TENTNO0. 6% K% L 24K F L 7z, 4
18.5.2 2MBEIRIFERFICEIN Y 71 TF > 50mgZ 1 H 207 H KR
A% 535 &, BB & 2 ERIEEME R U7z, 49

19. BYHSICET 2B{EHMA
19.1 ENVFTVTF

g u 0 H o
N\)k 1\6
OH

—t  EIVY Z U TF > (Vildagliptin

{24 (2S)-1-{[ (3-Hydroxytricyclo [3. 3. 1. 13 7] dec-1-yl) amino]
acetyl} pyrrolidine-2-carbonitrile

5373 ¢ CirHasN30:

438 ¢ 303. 40

R B~ B AR B A0S E DM AR IIM K TH
Bo IKXIIAY J—IVITEFRT<, ¥ /=) (99.5)
IZRREITRT .

19.2 A MRIVE GFEHE
S NH NH
H |
CHs

—ff 0 A MRV VMR (Metformin Hydrochloride)

b4 : 1, 1-Dimethylbiguanide monohydrochloride

4 F2 0 C4HuNs - HCL

5y F i 1 165. 62

R BEORREXIESEOM AR TH 5, KITETPT L, B
i (100) IZRRETFIT<L, T /=)L (99.5) ITETFIC
<y,

s R9221°C (R

20. BURWEDEE
ERMRANTH > TH, BR 2T 2 -0HEEZIZRDE X EPNn
RS2 Z &,

22. A%
(AREJEREEELD Th—T1)
1008% [10%&X10 : PTP]
5004 [104£X50 : PTP)
30088 [NT, HAEFIAD]
(AREEREEEHD Th—71)
100%¢ [108EX<10 : PTP]
5008 [104#<50 : PTP)]
30088 [NT, HAEFIAD]
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(LMF237A1301) (L7 A NELGEE © 20164F9H 28 H KGR, HIGE A RIS

2.7.6.4)

VT 70 TF 2 THRERF 72 2B RIR B H 2 0wt & U 72 BRI i

(LMF237A1303) (T7 A MECESE @ 201549 A 28 H KGR, HIGEERHIEE

2.7.6.4)

/NHIEHENIZA © Fik SRR, 2012 5 61(12) @ 2593-2611

HHDPPIZAT S B HEEH OB (T2 78 © 20104F1H20H KGR, HFEE

EHIEZE2. 6. 2. 2)
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