% 20234E 11 H &ET (45300)

H ARG i B o

*20224 12 ST (52K, BOREZESE, i - LRSS 873962
B IR Rl W B
AN - 34 EI7 F 4 RRZEOMmAER A 250mg| 30200AMX00778000] 20204121
- - . 500mg| 30200AMX00779000 20204124
iﬂi%L . Bxgms X MRIVI 2V iEE1ER
UL 5 S R 3 i — .
A PNRIVE Vigrsis $8250mg MT B4
— N
A PRIV E igaeis $E500mg MT B4
METFORMIN HYDROCHLORIDE Tablets MT MeLi,
T T - RO X DT B 2
- ) ) B Wi | AR | & . i
1.1 BEFABY Y R—YAERIITENSBD, FEEICES % 5 T
EBlBHHESTNTVND, AB7 Y R—YAZEIULPITVE S50 A
ECRESUHENTE, [2.1. 23, 8.1, 92, 93, 11.1.1 PRV |ty o @D@
SH] CHmRYREE |V A |~ - -
1.2 BRERENEHHEREDOHSEBE, SmE(CIR5TS 500mgMT |3 — |#py | FfE(mm) | & (mm) | &t (mg)
BEICIE. EHNICEREECHEREZEE T EEERICK w3 AV Ff% 159
593, BICTSHRUEOBERE TR, FAIRSOES 75 KifE 74 56 567.3
BECHMTSIE, [8.1. 9.2, 9.3, 9.8, 11.1.1847]
*4. SHEE - RN
O2RUBRR
2. FRIXDBEICRBIZSLBEN L) REEL. FROVFNHDBETHBHRIMESNENMES
20 KIATBEABT ¥ F— v 2RI LR w11, . = A -

*

81. 11.1.1=MK]

ATV F— Y AOMAED B B BE

© OB BER 9 (eGFR 30mL/min/1.73m255i) D & 5 i
X ENT B (ERENT % &) [92.153 1]

- FEONRREEEDO S L BB [93.151R]

COIMEE R MIBEREICREORE (2 a v 7. DA, D
98, MigERss) O & 2 B T O ZF O R IME 2 th v %
TR 2 B LRSI O TUAE LS X D FLER A A h
s %]

- BEAKHE D B E I BACIREE DS R & S B B (T, 45
D BEREED S B . RIS #E 7 )

SBEED TV 2 — VR (1012 1]

2.2 EIET b — ¥ A, MERAGVEEIE SOV E,  1RURE R o
FH . A v A1) 2K 5 R h % SO R IE S UETH
%o]

2.3 EERYUE, TR, BEERIMEOH L EBHEIL VR v
A X 2 MBEERDPL T NS O TRA OFGITH & 7w,
T2, A7 VP =3 AR LT W.][11, 81, 11.1.1%
Hi]

2.4 RFIFARFLIRGE, HLERIRAE, ZEHIRRE, T EARGEAR 4L
FEIBHR A o BE R R § B2 hhd 5.1[11.1.2
Z ]

2.5 Ml XAZITR L Cw A etk o H 5 k86, 94, 9558MHK]

2.6 AFNOBEHXIEE 7T F 4 FRIEHNR LB BOE O BEA:JEE
DD EBE

3. #8RK - MK
3.1 #8R%

Wt 4 HR G (L) ENIIE ]
AhhL I vHEmELR AR A PRV v | FERY, AT7T7 ) VR
250mgMT[ Wi HHE250mg XTAYT A veTEA

OU—A, ¥LVr, wru
ANANI VRS HR A PRV I Y | o400, vz aT—
500mgMT[ #i% | HifEHi500mg 6000
3.2 HEIDMIR
ASIA
W54 A |
* % % i
L UN Q
MeP
AMEFLVI | D74 | H N
CHRRMESE |V A |~ N\ N
250mgMT |2 — |#H P a
i " HAE (mm) JE S (mm) i (mg)
7EE 9.2 42 286.95

(BREREL - EEBFADH
Q)BEEE - EFEOECMZ CTRILIRZILDO U7 B ZER

O BIMINRAIRE (CH(T DHENFER. SRIMIPREREFD
HIEBERRICH S 2 FEITNEREL
2L, BB, MHERERE. X(d1 VY VIEFfEOLFNo
ZE2IDBEICRD,

*5. WEE - BRICEHET ER
(BEIEINRERE CHIT DHINFER. SEIMUEIIRERFDE
TEFRBNEERR(C 8317 2 FRENSNERRAED
5.1 BERI & G079 % 2 FENa I HUAR BRE o [ T BRIR O 16 ¢
EEETHI L,

(S BRAMIPRIERE (CH(T DHFINFEF)

5.2 a9 F bty 8% & CHRINEREIE T o R A Sk
WHEIAKOFNEZZE ST 52 Lo

*6. L - FE

(QBUMEFRIR)
S RAIZIE A MRV I RN L LC1HS500mg & b BISA L.
1H2~3MN 58 L C Al T %IR35 5, M
REBEL 25RO 55, @H1IH750~1500mgs 35, %
B, BEORBICX Y EEHMKT 25, 1HREES T
2250mgE¥ TE¥ 5%,
@ LA Eo/RNBIZIE 2 M AV 3 VI & L C1H500mg
OB L. TH2~3mEN248 L CABEM I ERISRO%S§
Ho MERNRIDEEZBLE L2500 525, @HEIHS500~
1500mg& ¥ 5, B, BEOREICE Y EEBWT 525 1H
P 5 132000megE TE T 5,

(BEFIEINEAEIREE C BT DHEINFEF
OPEIFFEIE L OB T, BH. A AV VHEBIEE LT
500mg» 1 HIFFEIIHES & 0 Bth T 5. BEORFM AL %
AHMEL, IHHESEE L T1500mg% B2 2 Wiipic, 1H2
~3ENZE L TR S %0 B, AFNTHIN F TIlak§
E)O

(BRI IR AR EE DA TEMBI BRI B B FHEI SR
D YRS & OB T, BH. A PRV VHEBIEE LT
500mgP 1 H1FFEIIHES & 0 Bth S 5. BEORFM AL %
AHMEL, IH&ESEE L TL500mg% B2 % WPl ¢, 1H2
~3ENZ T L TRIRG§ %0 &b, AFIEHRINE TIlapik§
Z)O

7. B - BECEET D EE
S O B RE R 9 0 B B % (eGFR 30mL/min/1.73m%Pl |k
60mL/min/1.73m24:{) Tid, A MoV I ¥ OIS 5
L. A7 VY F=Y 2DRB) R 7 &L bW Rethdid 572
B, DTFOMICEET S 2 L. 1S, eGFR2'30mL/min/1.73m?
P E45mL/min/1.73m2 K0 0 B 121X, G Eof ST E kR
PhZ FHl s EHBT SN EE o AFEE TSI L, [81. 922,
1111, 1661%MK]



cHRGIE PRIVRBTAS &S

S GEnd. X0 BN E R R (eGFREE) ZAEREY 5 4 LTS
EMEBREL, HS5OBER RS ROMEI 2 RETLZ L,

CBEART S YEE. A MRV I R S L CLH SRS
BE TEOALZEITHETLIZ LN TELY, WRLHE L4
HOHEAIHET AL, /2 H5ICH->TE, 1HEZ]
H2~3m45-EH 5352 &,

OB ED D 2 BHICB I L 1IARSKEGREOAR

HESE R BRIAIE M i (eGFR) . ,

LH BB 50 B

(mL/min/1.73m?) HI R RO T
45 = eGFR < 60 1,500mg
30 = eGFR < 45 750mg

8. EEEANER

(RhREILED

81 FNICHELRILET Y F—I AZRBITIE0H b, VAZH
T LTk, BaekEE, IRREREm S, (KRR IIE 2 v u»
REE, Bk FURITEM 2T 2RHoHH2E&8) . BEOT IV
a— VI EYE. BERMESESM STV S, B, Bk, 8
FEOT VI VENEFEICL ) BEORENEZLTLILHHLD
T DTFOMICEETAZ L, [L1. 12, 23, 1L1L1ZHE]
(AR OB 5-BAMGRT e V2 D% b G dd @ mic, Brse

(eGFR%) B I RE 2 AT 2 £ 2 D 1C, BEOIREIC T4
HELCTHRGOBELOESEORHZRET A28, B,
RS, SRICEE 2 RRBIR S E R YA IE. L) N
WCHERET 52 ko [21. 7. 92, 93, 98B1]

@VBAFERD D S b N3G 2l L, #Y) 2 0LE %2
119 2 & FRVEH %43 % 384 (FIR A, SGLT2RLE#45)
EDOPEHERCIE, FRICBKICERT 228, [21. 10212H]

(B)AHI O G- Pt K O O b 5 dEmic, LT oNE
ZRERCZORBIHHIRET L L,
CBEOTIVa— VENE TS L, [21. 1013K]

S FEEG P M, AHHERAREOFRHAR (T Yy 2T
) DOEE, BKIRER S SN D720, oz AlRMZ T
LU, ERICHZET 22 &, [21. 91.25H)]

CHEET Y F— v A0SR (BEEEE, BRI, SRR, B
WA 3 bbb A IE, BmhilsZsv b2 e, [1111
2]

(4)3 — FilEEH % O THREZ1T ) BHEICBWTIX. KA
L VHEABET > F—v 2 2RI T EDHDDT, WAH
BAF DR G % —BcHhIl 5 2 & (2L, BRIkt r
T VEDRD LA R o T — FiEEHAIR G- HASK I A
HoTkb52HmHAL AW &, b, HH5HRAKICIE. BEO
REBIEET 52 &, [102121]

8.2 IMFHEIRZ R T2 & 03B B DT, EIilEE. HBHEOMER
HICHFE LTV LB E T XICREETAI L, (1112
2]

8.3 AAIDMMIZH 725 Tk, BH K OFDOFIRITH UMk
B O ZF O BEIZOWTHadd 5 2 &, [9110 111228
3]

OEUNERRIR)

8.4 HHT AT, PRIV L. MFEE, RAES 2 i
B L. BRI OREEFEDP D, AHE3~47 HEE L THRHE
AT A IIE, ER NI DOBEFENDY DB R 2179 2
k o

8.5 KA LA A7) I VIEHSEIIERRTO—#053@ L Tw 1T
BeEDSH B 2 &L Fio. A A7) I U HEMREE O E N R SRR 12
BWT, B 74 FREH LB LA, ok L
DOFHE & i L TILEHEIRD S L SR SNz & oA D
LM, PHHEHOBRIROBICIEET S L, [1024%
Hi]

(ZERMEINREIRBEC O DHINFER. SERMEINEEREIDE

IEHBERE(C BT B AR

*8.6 AANE. AIEBIC T2 Mk L REBO D B EMO b & T
THIE, AHFERGICE Y FHEEND ) X7 JOTHRA O AH
DR % #ET 5 720 DIRAR LRI OWT, o2 LofHFIC
LT T &, [25. 94, 95BH]

*8.7 BEHIIHLTIE, S5 LDOLUTFTOEEHMTAI L,
< RH) & OBEIZIHTETIZ R VA, AR EHO AR EICBWL

T\ PR ERRBOE R D H b b 2 EDHBHD T, HESE
IRCTHEERG. TIEEREEER, O, MG ER) e Sl A R 1
AR B N7 AL B RIS MRS 5 2 &,

- SR VEINBLIE BRI B B HRIRIE RIS AHK B WA

BOMERIS ORI E LCERITIRE 2 5 eErdH b2 &0

i

9. REDERZEITHEEICHAT IR

9.1 BHIE - BIEEEDHDEE

9.1.1 RIMEZEIRT THBZNDHILUTDEEXRIFIREE
C AHANZ AR, AFEIEORE
LG AED)

[83. 11.1.2&M]]

9.1.2 B
FUET7 ¥V F— v 2% BITBENNDH S, [81. 11.11BHK]

9.2 BikEtEEESE
B BT B HEIASIEA L A Rk 3 v O EAS AT 5 7
Oy AT Y F—=Y AEOH) A7 PR R UEEDLD 5.
(11, 1.2, 98, 1111, 166.1&®&]

9.2.1 EEDBHEEBEDSD 2EE (eGFR 30mL/min/1.73m23%k
i) XIS EEE EEERZ=Z0)

BE LW &, [2150]

9.22 hEEDBKEEBEEDH 2EE (eGFR 30mL/min/1.73m?2
L E60mL/min/1.73m255)
TEEICERZBE L, S50l LIRS EORE 255 2
Lo HR1Z. eGFRA%30mL/min/1.73m2LL F45mL/min/1.73m2 i
DBZIIZ, BREOEZE G B &HIB S DA
CoR¥EET AL, [7. 815H]

9.2.3 BEDBKEEEDHDESE
[81%H]

9.3 FHgeEE=EERE
W B0 2 SLBONBREIMET L, $LB7 ¥ F—Y 2058
A7 DL B H B [1.1. 1.2, 98, 11.1.1, 17.1.1%
g ]

9.3.1 EEDIFHEEEZEDHDESE
BELEVWT &, [2150]

9.3.2 BE~EEDITHKEBEZEDSH2EE
[81%H]

*9.4 &TEREZEH I D&

(ZERMMEFERECSITDHINFER. SERMINEEREDE

TEREBNEERE(C B 2 SREER SRR
R OS2 8T 5720, UWTOMIEZTI 2 &, [2.5.
8.6, 95%H]

- BB B 2 RFIBEG-BIAHNITIR L T wnw 2 & & ff
HEHZ L,

- ZENIVEINRERRR I B 2 HIRE S IC BV T, BEIC, R
FP G 7 < & D 1H H B OERE B i e s R %2 263
ek s, PN A MEEZ AR T L 2 L,

PRI S IRIN R IR 2 ke 2 S LA & 9 IR
B 2 BB ICHRRT A 2 &,

*9.5 1R
TR SOIIER LTV AR O H B ki3S L wz &, 8)
WER(Z v b HE)THREANOBFVEDLNTEY., —i
OHWER (T v ) TRABEHIHE S TwDY, $12, I
ISR T ¥ F— Y 2 &I LR v, [25, 86, 94, 11113
]

9.6 AR
BREOEZMEROCHILRBEOARIEZ ZE L. Lo L
LT 52 80 BIER(S v b) THITH~OBITIED
%ﬂflﬂ%o

9.7 IINR
AR, Bral, FLB. RExR L U aRERd I it
LT, 10K O/NENOMIFRBIZES T,

9.8 Sp&E
R TTIE. ERRRE. IS MR T L Cw b 2%,
BAIERZ R Z LR T Ve SNODRETIIABET ¥ =3 2%
BRILRTVOT, UTFTOMIZEETSLIE, [1.2, 81, 9.2,
93, 1111, 1662%H]

- RANOBG-BAGGTHT P G- @ lic, I E 2 RSt
VB A3 X0 BN B R R IR RE 2 iR 3 2 e & 150
BB LB OMEICEG T, AFIZIZEA LRI SR
T REMEOF FIRPICHEEEI NS, T2 RO TIC
XD ABORHEIMET T 5, [164. 1652 ]

- ERERE S GRS B E OB IR L TR G- oW IR iR
BERAT 5 &, BICTHRU EOE#RE TIX, AFIHYS 0@
HaR X VEREICHWTSZ L, BT ¥ P ANL MBS
NTHEY, PHROABRTHS I NSV, ERNIZBITLEKO
KGR CoOBKRBRICBWT, 75U EoEima~old
1500mg% i 2 5 HEOMAREBIER S N Tnwb, [17.115K]

CiEZ VT F = VAESIEF BN TH - TH, eGFRE D
LC, EEICEEDORBEZBIZT 52 Lo FEMIC L > TIFER
DEBEPETLTWAZ DD 5,



+:10. {EE1ER

FHNZF L A ERHESNT REMGO T . FIZOCT2%24r L

THRPCHEEE 5, [164. 1652 ]
101 HAEREHALBEVLI L)
EEA FRPRAEIR - S5 5 B - bR
TN a— v GREOE | T ¥ F— Y A%k | FRICB T 2o R

)
(21, 81, 11.11%M8]

CTTEND D, LA
DG IIBED TV
I — VIR (KT % b
FHZ L,

WRPET T 5, %
7o BRKRIEZ RS o
EHDH D,

102 HAFRHAICERT ST L)
10210 BV Y R—YAZEI T ENHDEHA

SGLT2RHEH 45
[81. 1L11ZH]

B bo BIANERD D
SbRehEicid. A
Moz L, #
Pl iEE4TH 2 &,

WH 255 R RAEAR - $5E 5 B - bR
39— kAl BRI X ) LM T ¥ | BB T L. A
[81. 11.1.15MH] F=v2%ZRITL | OFEEIKT 52 L
b5 DEZHENTWD,
39— FrEgHl 2 v
WA EAT 9 WA,
KA OFe G- % — I
kg sz e,
FHEomWIUEWE (R X ) T v
A Z AT IS F—v2%RIF L
[11.1.15H] Wb PEHT LA
FARA OG- % — R
[ SR L o B
WY e AL A AT D 2
s
FIRE 283 234 | BRI XD 287 > | FURMTEN 2475 % 3E4)
FFRFH F=Y2&RITIE | ICLD, HiEI WD

LIBERREIC 225 2 &
AL X

10.2.2 M#ERE MERZIER Y 25A|

ANWEKRZIVT LT H
HWRH A VA Vo
W5
a-Z7Vvayy—¥il
EH

F 7)YV RIEH]
DPP-415E 5]
GLP-1Z AR EB) 3
SGLT2BHEH]

4 X7 3 Ui
&

[11.12zH]

7z AERAEAR IV E V)

B FOVEEA
TAEY v

B A
Ta7sg ) u—)LE

E /73 VERALEEHRM
EH

Z VAR Z IV LT HIBE
JHRE (AR ImAE D ) R 7
VIS B BENDD
%o

BHROIREZ T8ig
LA o#59 %,

EEA BEARAER - 5187 1% B - fabr
BB S PRI & O RIS A5 | ORI & & Hpl B~ 1R
ER S 5| CHIENDH D OB,

AW,

) TV R A O HpE R
THEHPZz 5 Tw
%o

BEWHERIC L) T K
LY Y R A LR
PEA S OME x2S &
LILlNBEZLNLTY
%o

£ 7 I VLRSS
EHFN LB A ¥
SR RE . RS A B
VEZLNT V5D,

10.2.3 M¥ERE MERZRSS T 2 FA|

TS

TR RN - 57

B - ek

7 FLFY v

PERILC X 0 s BT R
HANRGGS 5 2 ED'D
%o
BFOIREZ 55 Bl
LAadro8E54%2
Lo

TFRLFY VICEBE
R CORERHHIH, B
TORERAAEE, 1~
AN VG A3 E Z
LbNTwb,

A4

T ARAEIR « H5 7 i

By - ek

HIFS B AR v~

RBR OV £ >~

P ARV E v

FERF

¥79F3F

AV=TYF

—aF U

Tz ) FT VY RER

PRAINC & 0 MR R 1
AN T B 2 EHH
%o
BHEOREL TIBIE
Lanbfh952
Lo

BIERERVEIZE
% JFC OREHT A AR 45
DVHEZ LN TS,

FUIR B AR L £ 2 130
A L R it
FEBHESELEEZD
nTwnis,

PERA R OV E A T
o o | =R 1
RSB EHED
LN TWb,

FIRANC & 2 A1) 7 &
wRIZEDALA ¥ 2Y ¥
GWOKTAE Z b
Twb,

B AW,

1V=T YRk Bk
KALH A L 5% %
BTV %

=3 F VEEIC X B I
LR EZ GNT
W5,

Tz ) FTYVREH
Z& B4 VR Vo
i, AErS0T7 R
LY VilEEEAE Z 5
nTwb,

xx10.2.4 ZDfth

dk

A 4455 (7 ST N T EWsRER B - fabr T
OCT2. MATE1l. X |A&#olipiE» LS| OCT2, MATEL, X
IIMATE2-KZES | L. (EMT 28 | (EMATE2-KZ 4 L7z
% HEH ENHD 2. BEET | AR OFPEMAHE &

VAFTV ATV, BB (s EEZ 5N Tw
FLVF7 5L TARAZBRT 5% 8| %o

Y2 FrsENn HEIEGTHI L,

NI TH =T

A Tarvy=un

inlisers

¥IF2¥T %
[16.7.1-16.7.3%: 1]
A X7 3 UHEERE | MAERHEIR DSBS | HRIC OIS % < 5
[85%:17] BYsZk, H¥ 2 @A S

Twb,
11. EIfER

ROBERD B HEbID 2 ENRDHHDT, BigEzE H7I2470,
WHRRD NG EIIIHEG 2 P B % L Y) 2 ALE 21T

t(}
11.1 EXIFEIER

11.1.1 AB7 Y R—I X HEARH)
FLEET ¥ F— v 2 (i Lo A, L/ v e v iglbo b
H. MEpHOK FEZRT) I TFRARD Z L 03% v, — YIS
BT B WHFIERIIR A TH B2 HEEIR, BERE, SR,
M DFEIRD A HND Z LWL L, TNHDRERDTDH S b
HAICIZEBICRG 2L, DELAKREZIT) 2 &, BB,
AT ¥ F— Y ZADEEWAIKRZ WA ICIE, Ao EERS %

fFo 2 & CGEY R ALEZ1TH

Ly
I
-
Z

Eo [11, 1.2, 21, 23, 7.

81, 912, 92, 93. 95, 98, 101, 1021, 131ZHi]

11.1.2 {KImE (5%L. 1)
AEC IR S R CRIE IR« Wi, v B oD Z2 &

FEITAE) 3RD 5

NG a3l 2 S0 28I 2 2 SE 2 ME 21T 2

ko 2721,

a-7vayy—EHERE O XD EIHEE

RPRBOSNTLEIIET PolizikG 352 8. [24. 82,

83, 911, 1022, 17.1.1&H]
11.1.3 FAEERS. =B HEAH)

AST, ALT. ALP, y-GTP, ¥V VE DF LW LEFAEFEELLES

IFHRERE T, EEDH 5DbND I LD D,

11.1.4 SRUEHRMEREE LAY

DA SR N TWANEN

CKEFA, M IR I+ 7oy EA 25

Be 3 BRBHRAHEDN D 5 DN DI LD b,



11.2 ZOMOBEIER

FRRO\BHEE | 5%LL L 1~5%k i 191 SR
FHI(405%) . | LA B | Bk, R
M (15.4%) | 10 36 B i |
N O NI N N
AP BRIEL)
M| s, 1| B
Fi(11.5%) .
I IH-
i, I ER 8 | B,
itk 3 WL GFERERES b, | A
LBk A
BE 9B, £
AR IR RE
- BUNLE#, 7V
G FF=v LR
FLEE L5 CK L 5 . | bR =
PR [ R 2
e
DI S| Ly BEEED | HRmEE
5O MR, RA. B
BB, %
Z0f W OBRE R B
OB, IR
% 3IUBirz2igk
@v&i:z)
HEDIBET ¥ F—=Y Z0MPHERTH AL b H LD THEET S
:to
H2)EMMHICEYESY I VBROWIIAERAEH SbIE Z LS
%50
13. BERS
13.1 fER
AT Y F—Y A B2 2D 5, [11.112H]
13.2 L&

7Y =Y ZAORIE (REBRAKFEF M) 7 AFHES) . S Gl
B MHGENT S5 O @) 72 L 2179 o

14, BRLOEER

14.1 EFANBFOFE
ARFEFNVAFNVE 2 X FFy I VEAFSEEO—TILIZET S
Zl. A LU CEIRERESM FIS TR LGS, AHIDE
I LIEDNDHD,

14.2 ZERIZBFDER
PTPREDOHEHNIPTP Y — F 250 H L TIRA$ % & 9 fgiid
5HZ Lo PTPY— bOBRSKIC L D B EEA 2 B BRI~ A
L. BIZRafla B L THERIA S0 EE 2 GHERY IR T 5
ZENH A,

15. ZDMDER
15.1 lRRFERICE D BEHR
A YA YIRS TR oG HIcT v O T v R
BRHEAZ ST 212X, RIIFEIREZ )3 wE o
E2H b,
16. e
16.1 MFEE
16.1.1 BE%S
HEHEB AT R b ARV 3 o iR & 22 I B R LI - L 72 & S oo
B A MRV I VIREHERE R OEYBEAT A= I TOLB) THo
723,

2,500

—6— 250mg
—— 500mg

iy 2000 —a— 750mg

it

ey S i+ B O 2

2 1,500

].

e

%% 1,000

M

i

£ 500

(ng/mL)

0 6 12 18 24 30 36 42 48
B (h)

o Tmax Cmax AUCo48 T2
(h) (ng/mL) (ng * h/mL) (h)
250mg (6%1) 19+11 898 =168 4861+ 577 29+06
500mg (641) 23%+09 | 1,341+329 8,019 +2,347 40+14
750mg (12f) 21+07 | 2163+517 11,802 2,221 47+17

SPIgA £ AL

16.1.2 RiE®RS
PR A PEICTH 3 X bRV X 2R E500mgd B 113 750mg (%9%1) %
6H M RAERE I G- Lz & &, MR A ARV I Vil IR 5-2~4H%IC
FEFAREBIGE L, ARG L 2 BRI A S e o728,

16.1.3 EYFHIEEEHER
A MRV I VI SES00mgMTI BRI L A b 7V 3 §8500mg %, 7 1 A
F—= =X D ENENIEE (X P AN I VIR L L T500mg) fHE Rk
ABFIHE R BRI G LCidErh 2 bR 3 VigEZIEL, Foh
7 BRE S5 A — % (AUC, Cmax) 122 T0%IE X i 12 THEEHR
W& 4T - 725 9E, 1og(0.80) ~log (1.25) DHPANTH 1 Wil W1 IH

SEPEASEFE S 7S,
(ng/mL)
16007 o A AR T Y HRRHEES00mEMTT Wit
i 1400 + -0 A b7V 3 §E500mg
S 1200 (Mean +S.D.. n=34)
Ey
1000
5
& 800 r [
v i
T 600 1#
> s
=400 ¢
B j
200 &
Y S —w
0123456738 10 12 24 48
R (hr)

500mgMT e G- DIMAEH 2 b AV I ViR

*OEWEENT A -

W8T A =% BHENG A=Y
Bl
ZH AUCt Cmax Tmax T2
(ng * hr/mL) (ng/mL) (hr) (hr)
A DA I
v MR B
500mgMT 34 7994 2123 1381 =397 24+10 | 404£0.66
[Wih ]
%
A+ 34 7806 = 1704 1304 + 302 26+09 | 423054
$£500mg

Mean = S.D.

MAE IR G ONCAUC, Cmax&E0 /87 X — & 13, BERE ORI, Ko
BRI L - WA DR & o TRZ B RENEA D 56

16.2 DRUY

16.2.1 BEDFE
FEREB A B 126012 A b AV 3 VIEEEET750mg 7 S IS RO 5 L7z
&, BRI G R T CmaxASI20% K F L7275, AUCo48 e O°JR ik
S IZFBD o 723

TR N BRI A ARV 3 VR S00m g 2 £L I Al M OV A4 1 B mlRg 1
L7 E0EMBRE T A—FIEUTOEBY) Th-o 729,

Tmax Cmax AUCo-24 T2
L. )
B (h) (ng/mL) (ng + h/mL) (h)
AT (1261) 1506 1,060 + 237 6,186 +1,249 45+0.8
£ (1260) | 34+06 | 1014=162 | 6486+ 823 4005

16.2.2 SEY)ZHFI AR
FEREB B X bRV 3 U IERRIES00mg %2 MRS %5 Lz & E o4k
R ERI360.6% TH - 727 BHEATF— ),

16.3 970

16.3.1 MFEBESER
11~28% (in vitro, ¥ MIi4E, 01~100u g/mL. FRAL%#iE)

16.4 {3
AAZIEEAERB SN LV, A AV I vk, EELCYPHTFH
(CYP1A2, CYP2A6. CYP2B6. CYP2C8., CYP2C9., CYP2C19,
CYP2D6. CYP2E1J UNCYP3A4) DLHHE IS B A 5.2 % b5 729 (in
vitro ). [9.8. 10.Z#]

*%16.5 HEtt

ARFNIRZEAERD T FIRPICHEM S L5, RERERLASHEIZ A F AL I V3
[E3E500mg % HInlFE ¥ 5 L 72 & &, #5485 14 T TOIRPHEIE 3 133
HED516%TH 727 (BHEAT—%)e €D T ¥ AR— 7 =555



(hOAT1. hOAT2, hOAT3, hOAT4, hOCT1., hOCT2, hOCT3) % H
WG L2528, hOCT20 R\ ik e 2 R L7z 2 Lo, ARFANLFEIC
OCT2% A LCiicHklt s s L # 2 5729, [98, 10.5H]

16.6 HEDEREEITDEE

16.6.1 BiEEEEERE
BRERRIEREH (7 LT F= 2 )T T YA >90mL/min). BE(Z LT F
=27 T YA 61~90mL/min) ROHEE (2 LT F=0 2T T Y
2 31~60mL/min) D EFHERERE S 12 A b ROV 3 VK RRIES50mg & 22l I
WCHERE LIS L2 & 2 OEWBE T X — 5 ZUTFDOE B ) THo 7210
HEANTF—%)o [7. 9251]

Cmax AUC0-e T2 CLr
(ug/mL) | (ug-h/mL) (h) (mL/min)
P Jé Bk T Al
zgﬁ?ﬁﬂ{ o 1.64+0.50 1122+ 319 | 112+ 52 | 3947+ 838
fﬁ%f BN 1.86£0.52 1322+ 200 | 17.3+£21.2 | 383.6+122.3
A i B B [ i =
22%%\: P BAE R 412+1.83 58303658 | 162+ 76 | 1083+ 57.2
I + B (R

CLR:&EZ7 VTV A

16.6.2 SthE
RSB (65 L L, 2 L7 F =2 )75 X >60mL/min) & O°
flE IR T W (205 L A0 K, 2 LT F =2 T T YA >90mL
/min) {2 A bV X UIEEEIES00mg & 22N IS HIN G L 72 & & o g
ANENI VIREHBROEDBENAT A= IZUTOLEBE)TH-
7210, [98%:H]

2,500
i —O— fit R
g 2,000 —o— iRl
th
21500 A+ B
+
2
31,000
v
s
K 500
(ng/mL)
0e -0
0 6 12 18 24 30 36 42 48
e L% (h)
Tmax Crmax AUCo48 Ti2
(h) (ng/mL) (ng - h/mL) (h)

HeEHE R (1241) 25+11 | 1935633
eIl v i (6451 29+13 | 1,204+367
S + R (R 2
16.6.3 I\
ANV R IR R 2 G L2 RIS ABICB VT, A bRV I Vil
i 2 1H2~3I245# L T, 500~2000mg/ H % 5 L 72 & & o4
JE173M B HWT, R 2 L—3 3 YPKIFNT &2 FJiti U 7zo /NE2RLHE bR 5 i
BOEYBAE T A — 5 ZHEL725RIE, TEROEB) Th o712,
# RE2VL—Y a3 YPKEFNDOHME LA, NEB2RERIE B H O3
BN T A — 5 $e 54 0 103 AR S-1%)
Tmax Cmax AUCo48 T2
(h) (ng/mL) (ng + h/mL) (h)
250mg (36%1) | 15+00 521119 5095+ 2815 54+17
500mg (36%1) | 1500 | 1042237 10,191 5,629 54+17
S + R (R 2
16.7 EZYHEE(ER
16.7.1 IYXFIY
RN LAF L 2 2 F Y v 2t LS. A F Yy oEys)iE
W EDRALN o725 DD, A FARIV I ¥ DOCmaxAHI60% L5 L.
AUCo242%940% 850 L 7213 (JHEIA 7 — %) o [10245:H]
16.7.2 RILFISEI
FEHER S LAFHI & BV 275 ¥ v50mg/ H K 08100mg/ H 2 9f ) L TR
PG L. A PRIV I Y OCmaxHZENZN66% M T111% L 5F- L.
AUCHZNZNTI% N U145% 8 L 7219 FHEA 7 — %) [102421]
16.7.3 \UF¥=T
TR K LAF E NS 7 =7 20600 LTS L225a. A bk
VX Y DCmax S WAUC-00 DS ENZ150% L O 74%5EmM L. BHE2 V77 v X
A352%8 L7219 BHEA 7 — %) [1024Z18]
16.7.4 Z DDA
MBI E LI LAK L 7))V Ry 72 53 Pt LG, 7Ry
79 3 FOCmaxdHFI3T%IE T L. AUC-0AH22% A L 72160, fdHE R A
R LARE =7 2 VR LEE. A PRV I Y OCmaxh H21%
LR L. AUC24H3016%88 M L7217, 7ut I F2PH L2a. A b
RV I VYV DOCmaxDH22% EH L, 781 I FOCmaxD3F31%IT L.

14,236 = 3,927 45+1.0
8,907 £2325 3506

a5 5k

AUC036912% A L7218, Tu75 2 a— Vv Ldf 7707 = ¥ &bk
L7253 3 BIRE /S5 X — Z ITHBI e h 5 721920, wFh oAl b
BERIC & D SEM BB ICER RN ERO D 2 MM EEH IR SN h o 72
FHEANF— %)

16.8 ZDfth

A MRV CHREBESE250mgM T BE 1, [ & RH 5 7 2 R 5] o
W R SRR AT A KT A4 v I CEI%244FE2 H29 A, SEAFHAF0229
H105) ICFDO &, A MRV I CHEERESES00mgM T i | % fRie lH) & L
7ok & HEIZBEAE L L EWEIC RS E e SR,

17. BRIRAEIE
17.1 BIMMERUREMCEET 258
17.1.1 A
N 2B PR A % kb G & L 7 I E MR G % o e 4% R S )
IZBWC, HbAlcfl, ZERERFMBEE R O ) 37 VT I Y HOEENTRD
bz,
1) RE R A 5 LT OBF 2 B4 L7,
PG omE 2 L7 F = AR E%L3me/dLYL L Zetkl.2mg/dLLL E
OEFEREREEY AT 5 BE
- 5RO AST UL ALT S MM FIR D255 0L oo B3, A B (9.3
]
- 200 AW X 75 DL o B (R IEE T SBR 1L 205 K D A & BrAL L
720) [9.8% 1]
(1) EANE D HAERIGRETEER (BIREE)
EHHEE - EBHEE TR R T4 2 2B R R AR S, 1250mg X i
500mg % 1 H 3[ml 45 £ A2\ 1438 [ (P 5-Ba AR 18 13 1 191250mg 2 1 H 210)) % 5-
L7248, HbAlctiiz 22K T L7z,
BRI S BUEE 12, 750mg/ H BET47.7% (51/107#1) . 1,500mg/ H#ET
69.8% (74/1061) T - 7z T 7 AN GEBUHIEL0%LL 1) 12, 750mg/ H
BT T 130.8% (3361) . H15.9% (1761) . MEHT15.0% (1661) . FLRAE
11.2% (1251) . 1.500mg/ H EET F#i48.1% (5141) . H.0022.6% (24%51) . M
16.0% (1761) . EHAIRLE.1% (166]) Td - 720 ARIMBEGE ORIVEH 3520 5
N o722,
(2) EANEE D HAERRETER (RILIRZ LY L 7 BIHBEE)
FERE - EEIEDCN A T AN ARV L7 A TRIRAS 1455 72 28 R
W, 11M250mg X 1E500mg % 1 H 3l A # 12 1438 [ (F5-Bra 1A 11
1E1250mg % 1 H28)) #: 5- L 724620, HbAlcfiiz 2N EUKT L7z,
BRI S BUBEE 3. 750mg/ H BET58.8% (60/102%1) . 1,500mg/ H & T
75.0% (78/104%1) TH - 720 T 7 BRI GEBUHIE10%LL 1) 13, 750mg/ H
TET T I126.5% (2761) . 1.500mg/ H BT FH#140.4% (4261) . ERAIE14.4%
(1561) . Hls13.5% (1461) Td > 720 ARIMBEHE O RIEHIZ. Zh219.8%
(10%1), 21.2% (226) 12 5B L 7228, [11.1.25:11]
(3) BN I BRI 5558
BRI - EEIREE O AU EIREE - BRI T AV R = VY L
TR TRY A 143 2 2R R AG % 12, 1H500mg & D BISAE L. 1H750~
2,250mg % 2~ 3N 3-8 U Co4 M G- L7245 9. HbAlcfi, ZefmE lupl
RO ZY a7 VT I A L, BiF2mpEa v bo—uasiERish
720
BRI S B 1367.5% (114/16961) T - 720 F R EIWEH GEBUHIE10%LL
) iE. FHI54.4% (9261) . HE.0615.4% (2681) . ERORIR14.8% (2561) . fiE
10.1% (1781) Td - 720 ACIMUPEAE O EIVE R 3 A F5E - BEHREO A DK
HACIIEHE T, LFHD - EEFBICMZ TAVEF =V LT HITRR
ARt45 7 B TIF11.6% (10/86%1) 12583 L 7220, [11.1.2%04]

17.1.2 IR

(ERSIHARRRSHR

ANVR2RUBE IR B 2 b R & L 7o R G-3RI 5T, HbAlc (NGSP)

fli, 7V a7nT I M. 2RI OGRS iz,

1H500~2,000mg % 2~ 3255 L T2 B# 5 L 24 R T o L 5

Thol (B, MAANLNIZREOKREIZ444~1120kgTH > 72) o

(1) fr g - BRI TR A 150 70 2BUHE PR
HbAlc(NGSP) il CF¥fili. DA N FIAR) 122438 R$¢ 5-C0.76 (14BN LT L
720

(2) fr e - SEEIFE IO A T AN K= VY L 7 A TR 145 70 210 b
HbAlc (NGSP) fiti 122438 5] £ 5-T0.40 (4B AL T L 72,

(3) fr gt - SEFFDTINZ TLH750mgB L F o * bRV 3 ¥ THEART
5370 2RUBE IR
HbAlc (NGSP) it 132478 [ #% 5-T0.98 (17HN AL T L 720

FIE 8 BUBE 1351.4% (19/3781) TdH - 720 TR BIVEH (GEBUHE10% L,

) iE. FHI29.7% (11480) . FE018.9% (7#1) . HEHF10.8% (448)) Td - 72, K

MUBEE DRIVEINE 3RS Sz o 7212)

18. R
18.1 {EFERF

TN 30 B EZIHI L. BB > 20 Y3 ENT 52
& CMBERE FIEM 2R 9o F 720 RAHERIC 51 2 BELY AA DA,
AN 0T B OIS b ST B2,



18.2 M#EkRE TER
T % S B BRI E T VBV Cd B db /db =% ANZB VT, IBHEO T
TR % OSHb AL o0 B IsnH /6 i % 757 9°26)

19. B ICRAT EEFEHAR

— 4 ER 1 & bRV 3 U HEREE (Metformin Hydrochloride)

1b%:44 : 1,1-Dimethylbiguanide monohydrochloride

4313 © CaH1Ns - HCI

o3 165.62

PE AR A P AV VR TR o USRS B R TH S,
AREIEAITET R <L BEBE (100) IR R Icd L, =7 ) —
W (995) 1T v

1L F A

NH NH

/CH3
HzN N N - HCI
H |
CHs
B R221T ()

20. BURWL EDER
SERIZILY M3 & SHRRICBUDPT LI LD L. (KRAIOERICH
KWL Do)

22. @&

(X MRV VIGRSEEE250mgMTBE LD
PTPW (RZM#A)  1008E (105¢ < 10)  1000§€ (108 x 100)
N7 UG MVAL HRFIA) - 50058

(X MRV VIGRSREE500meMTBE D
PTPW (RZM#A)  100§E (105E < 10)  1000§€ (108 x 100)
NTWHEGR MVAL TRHFIA) - 50088

23. EEX@
1)Dubourg J. et al: Diabetes Obes Metab. 2022; 24(4): 609-619
2) Tuchmann-Duplessis H. et al: Compt. Rend. 1961; 253: 321-323
3) A MOV agE 201041 H20H A&RE. CTD2.7.6.2
4) X b7V agE : 20104E1 H 20 H KRR, CTD2.7.6.3
S)FEPIERL ¢ A b ARV I UIEREESES00mgMT( B ] o A W21 [l S5k 5k
BRICBIS % %k
6) A b7V agE : 20104F1 H 20 H KRR, CTD2.7.6.8
7)Pentikainen P.J,, et al: Eur. J. Clin. Pharmacol. 1979; 16: 195-202
8) A MV agE : 201041 H20 H A&RE. CTD2.65.6
9) A b7V 3 gE  20104F1 H 20 H KRR, CTD2.7.2.2
10)Sambol N.C, et al: J.Clin.Pharmacol. 1995; 35: 1094-1102
11) * b7V 3§ 2010461 H20H A&R2. CTD2.7.6.6
12) A b7V 3 g 201448 H29 H A H
13) A b7V g 2010451 H20 H K%, CTD2.7.6.10
14)Song LH. et al: ] Acquir Immune Defic Syndr. 2016; 72(4): 400-407
15) Johansson, S. et al: Clin Pharmacokinet. 2014; 53: 837-847
16) 2 b 7V 3gE : 20104F1 H20HZKFE. CTD2.7.6.9
17) A b7V 3§ 201041 H20H 7&G2. CTD2.7.6.11
18) A b 7V 2§ 20104E1 H20 H K2, CTD2.7.6.12
19) 2 b 7V 3gE : 20104E1 H20 HK#E,. CTD2.7.6.14
20) A b 7V agE : 20104£1 H20H &R, CTD2.7.6.13
2D AR ¢ A DAV XV REEI $E250mgM T IR 1 o i itk (A2
[F) &5 P k) 12 B % R
22) A b7 v age : 20104£1 H20H &R, CTD2.7.6.15
23) Ak Zv g 201041 H20H KGR, CTD2.7.6.16
24) A b 7OV agE : 20104F1 H20H K2, CTD2.7.6.18
25)Lee, A.J: Pharmacotherapy.1996; 16: 327-351
26) A~ Zv gt 201041 H20 H &G, CTD2.6.2.2
24. XEREEKRERUBEVEDESE
Meiji Seika 7 7 V< #HRA &4 <30 AHKE
(Me7 7 VMR SHEH 1 Y v)
T104-8002  HURTHE A O X HUAG2-4-16
7 =% 4 X (0120)261-158 FAX(03)3272-2438
26. WERTERES
26.1 BhERFETT

Meiji Seika 7Lk X&1
RRBARRERE 2-4-16

26.2 BR7ETT

Me J»ILI kK&t
ERBOREFE2-4-16

E-MT



