B VIATRIS

T €97 F 1 FREOMEE T
. BAZES X FhLI o EEESE
A
" s, ANRIVS UIEEEEEE250mgMTI VTRS |
XMRIVE VIEEEIREES500mgMTI VTRS |
METFORMIN Hydrochloride Tablets
ARES 22700%?13/11{])?00408 } 2270052%00409
) EE-ESEOLLEICLVERT L BR 5 B 48 201546 H

nmﬂ

Lt

A BEERIBT7ON—2VRZREITIEDNHY., RTICE-S T
BlHME SN TVE, M7 -2 X228 U TUVEEIC
BH\ELEVI E, [2.1, 2.3 8.1, 9.2, 9.3, 11.1.1&H]
2 BHREEERIFEEREEDH 285, aREICR5T 515
Cid. EHRICEREXHBEZRR T2 4 CEEICERET
32 &, BICTHRULOERETIE. FEBREOBEREZEEIC
¥IWT 5 &, [8.1. 9.2, 9.3, 9.8, 11.1.1&HE]

—_

—_

N

L BE (ROBHICEBRSLEVIE)
KIRTHRE (BT Y F—Y A% LR 3dwv.] [1.1.8.1,

11.1.1201]

~ﬂ&7VF~vx@%ﬁ®%é%%

- WEOBEREREREE (eGFR 30mL/min/1.73m*Ki) D& 5 H
HI iﬁ*ﬁﬁ‘%% <H’E‘2H3ﬂ§i§$ﬁ%é‘ﬁ) [9.2.15H]

- EEOIEREREOD L EE [9.3.12H1]

SRIN I Hﬂﬂ‘ SREICEEOREE (2 a v 7, UG, (L,
Hﬁi%& ) D@ B HEH KT OMOMREE M % 3wk

B BE HEERE O TTEIC L) 7L Eﬁzﬁ%‘iﬁﬁm?%o]

. ﬂmAU”@E'%‘X IWACIREEDS R S S L5 BE (T, s
0)ﬁ%$tD®3§5%¥§\ﬁﬂj%ﬁbT-¥E&Eﬁgﬁ>

SO TV a— VEREE [10.13H]

2.2 BEIET b=V A, BERRVESIE S BIEIE, 1ROBE RS O B
(. A~ A1) Y2 X R D B IO ZIEASWETH % o]

2.3 HERKYUE. Fitc. BEERNMEOSH L EHE [ A~
FESHC L A MBEE BN LENL O TERA OG- 138 S v, &
72 ATV =2 A% I LT vo] [1.1.8.1,11.1.1%K]

2.4 FEERNEIRAE, HUCIRAE, SEH9IREE, BT I AR REA & LR
B REA D BE R 2E ¢ B82 005 5] [11.1.28]]

2.5 HEIR IR L TV A TTREMED & 5 M [8.6. 9.4, 9.55H4]

2.6 FAOBGXNLE 7T F 4 FRIEFNA L BMBAE o BEAE O

HHHEHE

N

3. HERE - MR
3.1 8k
W A MoV 3 U HRREESE250mgMT A bV 3 U HERRESES00mgM T
o [VTRS) [VTRS)
g | R BB A BRVICMBE | LR BB A b > s
K 250mg 500mg

W A | RERY, AFTYVEER AV A, Vs, e FRdF T Tu)bea— 2

3.2 WHOMERK

W kgl — N (R E
Bt~ i
FN I o
g VA A
J;/[;JWTR;g = 250 TANAT—
JEs i FA VT
s~
A MRV .
s s YA HIA Y
FREEMR$E500mg | \
” ; 500 RS2 N=E
MT [VTRS) e
TA VT

4. FHEERITHFR

O2BUFER IR
L. TROVWThIPOEBETTHIEMRIBELOAEVBEIC
B3,
(1) BE&EEL - EBFEEOA
(2) BEEE - EHEEACMA TRIVKZLILT7HIEER

O EBRMINEERIEICHS T 2HMFR. SERMMEEREOE
SEFEBNEEAE (C B (T B SRERINERK
U, B, WEEREE. i1 XY CEREOVWThh %
ET2BEICES,

5. MEERFHRICEHET 5EE
(SEAMIRERIICH T 2HMFIR. SRAMMEERPFOLE
FHBNER I & 1T 2 FAENIR ERH)

5.1 BEPRI & 4089 5 ZENAMEINEVERE: O BH TIOERIROGH
BhTHZ L,

(SR EAEIREF I 5 (T DBEIER)
5.2 I F b o€ 285 & B CHRIRE S

FEAROFHEZET 52 Lo

6. HERUVHE
(25'-_175541@

JEL BAZIE A PRIV CHEEE S L CIH500mg & W EAZA L. 1H
2~3EN2E L CAREN U ERISROKES 3 2, HiFfmizshiits
L0 d 528, @EIHT750~1,500mge 34, B, BHE
UD‘Ui"% X iJ‘JET%f)‘\ 1H &S H52132,250mgF TE§ 5,

WL 10 DL Eo/NEIZIE A AV 3 CHiEEE & L C1H500mg &
n Bﬁil L. 1H2~3[ult Ai]b'(ﬁlﬁﬂﬂxliﬁ@z SRS %,
AERFE IR ZBIE L 20550 555, HH1H500~1,500mg &
T 5, B, BEOREICL)HEERT 55, 1HERESHG =T
2,000mgE T& ¥ %,

(S EIIMEDNEIEMREE(CH (T D HIRER)
e PEIRFH IS & OB T, dHE, A PRV I JHERIEE LT
500mgD 1 H 1 #5- & Y Blla s 20 BEOXELER L =08
S L. 1H#S8E LC1,500mg# 2 7% WP ¢, 1H2~3H

2B LTRSS 5 50 B, RFENIPEIIE Tl2hi3 5%,

(?%Hﬂﬁﬂﬂif’ﬂiﬁ@ﬂiﬁ.ﬁ%lﬁ?k& VT 2 SAEIR HE R )
oI EFNEEE L O T, BHE, A PRV I VHEEREEL LT
500mgD 1 H 1 ¥5- & Y Blla s 20 BEOXEW LR L =08
Sitw L, 1H&GEE L T1,500mg% 8 2 2 Wi <, 1H2~3[
W2 E L CREIOIES-3 50 B, RFENIRIVE Tl2hi3 5,

7. BERURBAEICEET 335
TEEOBEREEEDOD L BEE (eGFR 30mL/min/1.73m?*LL I
60mL/min/1.73m*&iif5) Tid. A bRV I Y OMAEEN ES L.
AT ¥ F—2 ADFB) A7 &L e 5 W RN H 57290, DUF
DIFIEET A Lo 12, eGFRA30mL/min/1.73m?LL 1-45mL/
min/1. 73m* Kl O BE L. G OB SEfERtE % s &of
Wr SNALGEIZOAREGTAHZ L, [8.1.9.2.2,11.1.1,16.6.1%E]
CEHE. PR IVEBTAZ L,
: ?x’—??—EP . XD MEENCEHERE (eGFRE:) %A A7 HEE|C

FwmEBlEL, K5OG LT EORE BRI THZ L,

. »)55'!'%2”!‘ SRYEAE. A MRV VHEEREE L CIERESRSE

FTEROHLT THETLIENTELD, IREZEEL 205

THoRMEPBES R



wAlllE T A2k, £/, BE5IZHo T, IHEEZIH2~3
mEEG S5 2 Lo
HEEEOEREREDOD 2 BB BT D1 &G RO K
SRR B R (eGFR)
(mL/min/1.73m?)
45 < eGFR < 60 1,500mg
30 < eGFR < 45 750mg

LH RS5O B %

8. EELEXIEE

(hBEEE)

8.1 TAICHELART Y F—Y A% BIT IR D b, ) AZHT
& LT, BRRRERE L, ITHRERE | RERR IE % v R 3 VIREE,
B (FURIVER % /3 2 8H OB % &) GBED 7 )L 2 — LRI
JRYYE, BERESESM O TV D, Bz, Bk, ®EO7VI—L
BREEIZ L ) BEORENEETL2L3H 0T, UTOMIZE
ETHZ e, (1.1, 1.2, 2.3, 11.1.12R]

(1) RHA OG5 BFMGHKTZE 0% b FEG P e, gk
(eGFR%) KU ITHfEx iR 3 5 & & b, BEOREIC+
SEREL THGOBEG LS EORME AT 5 2 LB,
R, R ICHEE 2 REBES L E R YA, X WA
MRS 5 o [2.1.0 7.0 9.2, 9.3, 9.8501]

(2) BASERD D & b3 5 2 il L, ) 2 L %
119 2 ks MIRIMER AT 2385 (FIRA. SGLT2H H#]48)
EOPEFBRCIE, FRCHAKICER T 2 2 8. [2.1.10.2. 12/]

(3) RAIDOIG-FMHEE R O O b F G- hd#c, TFoNEx
BHEROCZFORBFE T EET L2 &,

CHEOT IV a— VBN E RIS Z L, [2.1. 10.12]
FEEL, TR, MR, AFEIRREOHFRAR (v 771)
DERL, BUKIREEDP RS SN D 720, Vo 2 ARM Z il L.
FERCAHRET 2 2 &0 [2.1, 9.1.28]

CFLEET Y F— v AR (BREE, BB, B, &
WEE) D3 bbNIHEIIZELIZZSZT A, [11.1.1
2]

(4) F— FERH2 B THREZT) BE 2BV L, AR O
WCEDHARET ¥ F—2 AERITIEND LT, HAEATIIAR
H OB 5% —HIcHIbET 52 (72771, BEIRELTD
VERD DA ER ). I — NIk 5 5488 13 A H]
BHEHELZVWE b 2B, H5EBRICIE, BE0IREC
FETHZE, [10.2.131]

8.2 RIMMEAEIRZ R T2 D H DT, wirlEE, HEHEOEELE
WHEREL T BEIRG T2 L SICEEETL L (11.1.221]

8.3 AHOMHICH 25 Tk, BE KT ORI UARIMUHHER &
CZ O MFTFENZOWCH5HHT 52 &0 [9.1.1, 11.1.221]

(QQBIVERRIR)

8.4 59 2YACiE, MBI VBIE L, MU, FRBES & iy 1c
A L. SR OREE WD, REE3~47n AFS L TOREIR
T B E I ERPIMMOBIREANDY D) Bz 2179 2 &

8.5 A& A A7) I MEFEIERET O—H253E L v 2T HE
P Bk, T2 4 A7) 3 VEBREORENERRE 125
W, EZ 7 A FREHI LG L4 MoFEREHEE & off
FED & i L CIHALRHER D Z C RO SN2 L OMENH 5 Z &
Mo, PEAEROBIROBICIZRET 52 L, [10.2.421]

(S RIAMINEEREICH (T S2HMFER. SRRMINEERIEOETE
HBNERIC & T 2 AEI BT

8.6 KL, AULIERIZ 075 Mtk & RO D B EMO b & TR
BTl RFFEGIZE ) FRENDL ) A7 R ORI OARF DR
%M 52 0DORMAHIEEHHIZOWT, Ho» LoBRFICHIZ
792 &, [2.5. 9.4, 9.58MH]

8.7 BEIIXLTiE, o2 LOLUTOREFHAT LI L,

- AH L OBEIIHIE Tld R WS AR H 2 W RIEEICB W T,

GHEEBER SR BN H S5 b D Z EDH LD T, HEER (F

PR, FIEE R, L, PR SR RIS

O AIIXE H ISR ISR T 5 2 &,
- SN VEIN AR RS B A HRIIE IS ARH & W2 A . I
B ORERE L L CEHBITIRE 2 2 WEEERDH S 2 &y

9. FENHEEF I 2EREICATIEE
9.1 AHHE - MEEEZEDH 2 BH
9.1.1 EIMEZR_THZThDHIUTDEEZERITIRE
CAHIE R EFHERL, ATENEORE
L WA
(8.3, 11.1.2&M]
9.1.2 BYE
TV F—Y 2% RITBZNNDH S, [8.1. 11.1.15H]
9.2 BigEERE
BRI B AHEIANR A L A PRV R ol iEES ER T B 72
O, T PP AEOREB) A7 BEmL kbW RESD b,
[1.1. 1.2, 9.8, 11.1.1, 16.6.1%M]
9.2.1 EEDOEBHEEEDH 5H%E (eGFR 30mL/min/1.73m*K i)
RI3EBENEBEE BESNEED)
BHLAawT b, [2.15H]
9.2.2 FEEDEREREEZDH 58E (eGFR 30mL/min/1.73m?EL
E60mL/min/1.73m?ki#)
RS % B L G- OBG R ORGS0 REi 2 M2 2 Lo
12, eGFR230mL/min/1.73m?*bk F45mL/min/1.73m?A i @ &
FI2IE, ER OB BEATERIEE L5 & HE SN AHEIZDOR
Bhvonz k. [7.. 8.15H]
9.2.3 BEOBHEREEDHIEE
[8.1%#]
9.3 FriEEERE
JIFIE L B0) 2 FLEE ORI BEAE T L, FLEET ¥ F—2 A0 5B A7
L R AR S B0 [1.1.1.2,9.8.11.1.1,17.1.1,17.1.2&1]
9.3.1 EEDHHEEEDH 2EE
BHLAawT b, [2.15H]
9.3.2 BE~hEEDHHEREDH 2 8%
[8.1%#]
9.4 4JEREEH I 5
(B ERMINEERICSH T 2HNFR. SR EERBEOERE
HBNERIC & T 2 AEI BT
TR OG- % 8T 5720, DTFORIGEIT) 2. [2.5. 8.6.
9.52 1]
- BRI B D AREIP G- BIERT AR L C Wi 2 & R R
5,
- SERIEINREER IS B 2SI B Tk, BEI, KA
BeGnid e < &b 1y AR ORF I i 2 R AR 2 2 3750 6%
S, PHOFEAMRT L L,
- PRI SOTERINA CIR 2 kit 9 2 Z &A% & 9 L IRA AP IR
WA BE IR 52 &,
9.5 TR
TR SRR L T B W REMED & 2 LEIZ 1335 L wnw S & B
EE: (7 v b, 7HF) THRENOBITREOLNTE) ., —Ho
BER (79 ) CERABMEARE ST TnEY, T2, i
FFAEET ¥ F— Y 2% LR\, [2.5, 8.6, 9.4, 11.1.131K]
9.6 RILB
B EOF R OBAREOR ST B L. BAOME UL
MR B 2 Lo BIFER (T v N) THITHAOBATHERO 5T b,
9.7 INRZ
P AEARER, FrER, 2R, DRERRE LRI L
T, 10K O/NE~O RIS N Tw b,
9.8 S
EEE T, B, TSR T LT 2 EHE . 20
HIERERI LT Ve INHORETIIART > F—2 A%k
LT WVoOT, UTFTOMIZEET S &, [1.2, 8.1, 9.2, 9.3,
11.1.1, 16.6.28]
C RHN OG- BETT . G EIRC . BRI A R g S
BAMAIIE & D BN B AR AT AR AR A R B e &I
BRLGVLMEEIZRG T2, FAIZIEFEASRBSINT, R
ZALRO F FRAPICHER S NS, T2, THEREO T I X ) 7L
DORHFEDET S5, [16.4. 16.55MH]



*10.

) %‘f?ﬂ%ﬁ%’i’ﬂﬁﬂ([ﬁlﬁw b\%@ Ij( (3\3% L’(‘}Q%“@ EPJJ:%(FXE HH e AR - HEE ¥ - falR T
EMET A2 k. %\J&muiﬂﬁﬁﬁﬁf’i AN G- O @A FRA BEFTLS & 0 UEERE TR S | MURAIC & 57 1) A9
L) EEICHTAZ &, ggm;g?y]\_y;gﬁ\g,<§&J_§hfjo WIS 5 EhDH Do LD A v 2 Yok

o . oL oas o BEOREL THBELS | TAZALATV A,
U %fﬁ@xﬂf%é;&?ﬁ‘%b‘o FEINNZ BV B ARH O AR P ﬁ§g¢;5}¢é;fn ¢ ﬁ*ﬁ!%/i‘ﬂ)%)

e 5t - e Ty ey FAZAN A
TOKRABRIZ BT, Bl LoEiE~D1H],500mg % 8 FEe—— PN
> = e 1T 4 7 — 7 =TV ML DIK
Z5HEOMRAZEEBIIEON TS, [17.1.12R] RAAEASEZ SNTO B,

[fll(%"? 1/7'9:“ Vfﬁﬁfﬂ:”ﬁ?%ﬁllj‘]“(%o“(%)‘ eGFRi:é%)%FE‘L —aF U —aF PRI X B IEE S

EEICBEOIRELBET L 2 L0 Tl X o TIXFEROE ERBEZ STV,
1ﬁ%ﬁﬁEFwapéytﬁyﬁéo T2 ) F TV Y RIH Tx ) FT VY REAN &

B A YA 2ol El
HEER HEroo7 KL vk
- N N BHEZHN TV 5,
K%’Jcici EAERBENT, REMKOFE F, EIZOCT2%2 LT 1024 20
Pzt s s, [16.4. 16.55H] Sl
S 2 GRHEIK - B 4% - fal
10 1 1#%7::&.\ (f#ﬁﬁ l/&l/\g__(&) R4 FEARREIR - 5 55 W - fabEir

P SIP—— P — %| OCT2. MATEL. X & | R# oMb L5 L, | OCT2. MATEL, X (%

HHl B BEPRAEAK - 1B ik B - feBris MATE2-K# H%5 23650 | (6405 5 B2 1hid | MATEZ-K % 4 L 72 KA1 0>

Tha—N GREOEIN) | FLEET Y F— YRR | KIS 2 LB}k SAFUY Bo BHEETHITO, L | BHEASHES S &% 2

[2.1. 8.1, 11.1.1&H] WD KROFG | PIERT T 5. F 2. BKIR FLF 75N ZB L CARZ AT S | 5T b

RO T LT — VI | AR L8 b, CrFrIEN B CEEIHET 5L
(fRi) W22 L, INYFY =T
. - A7 aF = AR

.2 BEREE (ﬁ#ﬁt ABETDIL) Ciravs

2.1 HB7IRN—R2RBITELHDES [16.7.1-16.7. 321

45 BRI - 51 T i R - fab T 4 A7 3 v AaRR LB AR OSBRI BT

2= A B £ D ALRET & Koo | BERREAIET L. ARIOH (8. 52H4] srl. AREARBDHNT 5

(8.1. 11.1.148) AFRETZED DD, WAMET S22 EAERD _

= — A A TR | R TV 2, 1. BER
gjﬂ; Lq‘iﬁ”@f KOF ﬁ?ﬁ%vh%%ﬁbﬁhé ZERHHDOT, BEETHITIT, EE'iT':
R A I P N
e T = e DR S NG RS RS B % LB A IE AT &
5 WA E EACE D RLEET > F—o
o 1L1Ek&ﬂ¢m

TR U
[11.1.15#]

AT IEDND D, B
MY A58 AR 0% %
—IEI R - kT % %
MY BRI 2 L

FIRIER % 43 % 365
FIRFH
SGLT2BHEH) 4

[8.1. 11.1.1&MH]

KL ) FERT > F—2
AERIFTZEDN DD i
AAERD D & b6
i ARE OFG & Pk L,

BRI & 4§ 2 3ANC &
AR AT LIKIR
BICRDIENDH D,

WY R ERATH T &,
2.2 IM¥ERETIER &MY 5 EH
ES R FRIRAEAR - $518 5k B - ek
PRI FH 5 BEHIC & D ARIBEASEE & 2 | BEFILS & 2 ks R T 1R o
A ¥ A 2] ZEND D, 15,
ANFZN LT H AOVAER =V LT HIPEH
FRNRLA A VMR | AR > ) A 2 s i
HELE LBINDDH S,
a-7NaYy—YHER | BEORELY +5BIR LA
FT V)Y RIEH| oG 5o
DPP-4 {15
GLP-1Z A R 1EE) 5
SGLT2BH 5 Hl
A X7 3 VYRGS
[11.1.22H]
72 AERALFR OV E CF AN
H ) FOVERA] ) FOVERF O U TR
TAKY v JANEZ BN TV,
B S BAERTERICE D 7 KL

PSRRI 22

BT IV ERAURER B E A

VY xS L ARIAE D S D
MExBEOHEE I LDE L
ENTVD,

BT IV BAURERBEANC
L DA R TR, B
HEHIRAE 2 5T\ b,

2.3 IM¥ERETIERZRES$ 5 A
ESE FRIRAEAR - $518 5 B - ek
7KLY v PERIC & 0 IBERE TR 2Y | 7 KLY Y I2 L AR T
WIST B EDDH B, DOHER I, T OBERT
BAREOKREL THBE L% | ARHE 1220 v
oG HI L, fAEZENTVE,
R R BAR Vv E ~ IR E ARV E X BIF
TOMEFEMEEHH 2 5
nTwb,

ROV € &~

ARV E v

RIS ARV & o 3 A 4
AR L R % 2 Bh &
HHEEZLNT WD,

IRV E VI
AL S,
BAERAT

VT i
IHE % b5 & &
HHNTWV D,

1

11.

11.

1

1

A1 HB7 Y =22 (BHEAR)
AT S F—3 A (MhABEO FH., A/ ULV e v igito 5.,

MEPHOE T2 R S) BFHARD I ED L0 —HRMICTEH
FHERRIEIR IR 4 Th B, HIBER, SRR HiIAR., #IFk

EEDIERDBASNL Z DL L, TNODIERDD 5 bz 4a12
FE SIS 2R L, Z%fﬂﬁﬁé’i’ﬁii o BB FLET Y F—
PADFENDTRKENEEIIE, ABOMEEREEREFOZ L CHE
Y Ex479 2 Lo [1.1\ 1.2, 2.1, 2.3, 7.. 8.1, 9.1.2, 9.2,
9.3. 9.5, 9.8, 10.1. 10.2.1, 13.1zH4]

1.2 EmE (5%2L 1)

ﬁﬁu)rfiflk COEHAEIR - B, BEOEERE. 5TE) 158056
N7 A I E %a@ﬁnu%ﬁﬁl?%&&@’ﬁ)}&kgﬁ%ﬁO\_
ko 7272 L\ a-7 VA —YHERE O X0 I EIR
MRDLENTHEIET FolEL 5352 L, [2.4, 8.2, 8.3,
9.1.1, 10.2.2, 17.1.1=H4]

1.3 FAREEREE. &E (W)

AST. ALT. ALP, y-GTP, BV VLY DFE LW EFELHES T
HREREE, ENH S DONLEZ LD b,

.4 ERERERE (AR

e, BT, CK LS. M ORI 4 70 e FA % K
&I BRERUBBRIED S S b b 2 DD 5,

.2 ZOMORIER
5%LL | 1~5%A: 4 1% HHEEANE]
LS | T (40.5%) . | BHIUARE., IS | EREE, R
L (15.4%) . BBk | ek, .
AR (11.8%). M | H%
dii (11.5%) . MiH:
IR B, FEREE N, | MR
FRERRI, kiR A
JEBE BB, £
JHF iR iz
M BUNEA, 7L 7F=
v LA
AR | LRk LA CK.I5, Hfrp | i rpREREE N rh—=vA
RN
Z A DFV - SHO | SHBEERRT, B | HRET
& T RGBT BT
FEI IR ]
EEEEN
Bui A

FD BT Y F— Y AOMPEIRTH L 2 b HLOTEET LI L,
#2) RIMMERAIZL Y €5 3 VBeOWIAREAH HbNDEZ EWdH D,



13. BERS

13.1 fER
BT Y F—Y AP A DA, [11.1.12H]
13.2 @

7V N =¥ ZAOMIE GREOKFEF b ) 7 AHHEE) i GREIFIR) |
ST 2 D B 7 ML 24T ) o

14. EREDEE

14.1 ERFARFOEE
AFEFNAFIVE Y A REy I VEHLS LT bIdEET S S
Lo —UAL L CERERE SR T IS TR LA, ARIEnT
LT ENH D,

14.2 FZIZMFEFOEE
PTPEEOIEANIPTPY — b2 ML THRHT 2 L) 8552
o PTPY — PORRFKIC LD | RS AEEAS AR A~FIA L, TS
FEAA B L BRSO EERGIHEL T A2 DB %,

15. ZOHOEE
15.1 BRpR{EA ICED 5%k

A YA Y AFREMERE TRIOR G AT ¥ I F 7 v B
HERZ P 5325 2 L2 ) RIMEISE Z ) 5w e DREDPH S,

16. ZE4EHRE
16.1 MARE
16.1.1 BERS
MR EIC A bRV 3 HRRRE 2 2B I (BR85S L 72 & & o s
A ROV I VIR R O EIE ST A= F DT LB ) Tho 7Y,

Frh Trmax Cmax AUCo-48 Tz

(h) (ng/mL) (ng - h/mL) (h)
250mg (6%1) 1.9+1.1 898 +168 4,861 =577 2.9%+0.6
500mg (6f1) 2.3+%0.9 1,341 +329 8,019+2,347 4.0+x1.4
750mg (12f1) 2.1+0.7 2,163+517 11,802+2,221 4.7€1.7

Tl + B (R
16.1.2 R{E#HE

BB ABPEICIASE A N RV 3 Y IEEEES00megd 5 1 1X750mg (£961) %
6 H I SRR G L7z & & Im8Erk 2 bRV I VIREIRIG2~4H 121
EHERAE L, ARSI 2ERIEIA SN0 5727,

16.1.3 EMFIEEMHER

(X bRIVS D IERIEHE250mgMT [VTRS])

A R ROV 3 UHEEENESE250mgMT [VTRS) & X b 7L 24i250mg% . 27 1 A
F—N—FEIC L) FRENLEE (X oV CHERRIE L L T250mg) fEEERA
B B % S LTI A bRV 3 ViR E L. Bons
WAL/ X X — 5 (AUC, Camax) 122V TIOWAE X A2 THERHENT %17 -
7ER, log (0.80) ~log (1.25) DEEPPITH V. WiH O AWy [ 21
MR &N,

MR A N RV I v O BHE/ ST X — ¥

HIEINT A —F BHEINTA—F

AUC: Chnax Timax Tz
(ng * hr/mL) (ng/mL) (hr) (hr)

A ARV R SE

+ + + +
250mgMT [VTRS) 5412.19+1525.54 | 804.98+313.90 | 2.48+0.96 | 3.87+0.44

A N7V agE250mg | 5881.19+1906.36 | 884.52+388.27 | 2.49+1.26 | 3.77+0.43

CPgfl = B REE, n=18)

MR A bRV 3 v OREHER
1200

—@&— X LRV 3 IR SE250mgMT [VTRS)
-=-0--- A 7V 3 §E250mg
PG+ RS, n=18

1000

800

(ng/mL)

600

e
Ey

e

= 400

ik

200

0 6 12 18 24
R (hr)

MHE PN ONICAUC, Croad2 0078 A — & 1d, WER# 0 BIR, AR OFRIL
FIEL - BRSO BERSMIC X > TR D WREED D 5o
16.2 BRYY
16.2.1 BEOFE

R AT TEL2B01Z X b ARV 3 HFRIE750mg & R B O% T Lz &
&, B G HAR T CraASHI200618 T L 72275, AUCo-4s % OSR ARl 12
FEIIED SN h o129,

BEHBONT I A bRV 3 2 HRRRIRS00me & LI HT J OV B4 (2 BEE AR 1% 5
L7-& EOFEYFFE/ ST A= 5 IELUTOEB) THo72Y,

BSRl E‘:;X (ng; ::L) (ns U}Cl:; ;jL) E;
fiar (1260) 1.5%£0.6 1,060 =237 6,186+1,249 4.5+0.8
i (1260) 3.4%0.6 1,014+162 6,486 =823 4.0+0.5
SPIGME + IR R 2

16.2.2 &£ FFIRE
TEHERC BB A b AV 3 2 HEERIES00mg % B AL 1% 5 L 72 & & R
FIHZIZ60.6%TH 72" WEATF—%)o
16.3 2
16.3.1 MIFFEHEEE
1.1~2.8%" (n vitro. & M4E, 0.1~100ug/mL. BRY2 i)
16.4 3
ANRN I VIERRIESEXIZE AR SN, A MRV i, FELRCYPOG T
fli (CYP1A2. CYP2A6. CYP2B6. CYP2C8. CYP2C9. CYP2C19. CYP2D6.
CYP2E1 X O'CYP3A4) ORAHHGEVEICHELY 5 2 b -72Y (n witro). [9.8.
10.z/#]
16.5 HEittt
A NARV I VIEERESEIEREAR O F FIRPICHEE S NS, fREE RSB
A bRV I CHEERIES00mg & BRI G- L7z & &, 548 £ TOIR
rPHEERIE G R D51 6% TH - 727 WHEAT—%)e B DT ¥ AR—
% — % BLAN KL (hOAT1. hOAT2. hOAT3. hOAT4, hOCT1. hOCT2.
hOCT3) % FIvy TR L 72, hOCT20 S Wik fE 2 R_m L7z 2 26, A
bRV I HERRESEIZFICOCT22 M L TIRICHRIE S 2 & & 2 5z,
[9.8. 10.Z#]
16.6 HENEE4HT28E
16.6.1 Bi#pEEERE
BEERRIE RS (LT FZr )T I A >90mL/min). BE (LT F
=YV T T YA 61~90mL/min) RUOWEE (ZLT7F=v2)T 7>
A 0 31~60mL/min) DOEHEREREEFIC X kAL 3 U HEEEES50me % Ze g
ICHEECE S L b X OEWBIE/ ST X =5 DT EBY TH- 720 (4
EAT—%)o [7.. 9.22]

Crnax AUCo-e Tz CLr
(ng/mL) (ug - h/mL) (h) (mL/min)
FEHEREIL A (36) 1.64=0.50 | 11.22+3.19 11.2+5.2 394.7+83.8
REEE R S (5B1) 1.86+0.52 | 13.22%2.00 | 17.3+21.2 | 383.6%122.3
PR AR RERE S (460) | 4.12+1.83 | 58.30+36.58 | 16.2+7.6 108.3+57.2

T £ B2

Cle: B2V T IV A

16.6.2 SitE
EEREESSEIE 6%t 2L 7F =275 A 1 >60mL/min) K OV
ek B YE (205 L EA0E AR, 2 L7 F = 7)) 7T A 1 >90mL/min)
12 A MRV X VEERIRB00mg & ZENE G BN G- L7z & E g 2 b Ao X
VTR T OSBRSS A —Z I T DL B Y Th 72", [9.851]

Timax Crnax AUCo-s Tz

(h) (ng/mL) (ng * h/mL) (h)
ek (1261) 2.5%1.1 1,935+633 |14,236+3,927 | 4.5%1.0
fEREdEminE (601) 2.9%1.3 1,204+367 | 8,907+2,325 3.5+0.6

RRCICER E h

16.6.3 /R
ANB2RIE R 2R & LRS- RBRIC BT, X MRL I VIERR
A 1TH2~3EH25E LT, 500~2,000mg/ H = &5 L 72 & & o ez
1BrE VT, KoL —va YPRIFIT A FENE L 720 REETVNHHED
NRHERIF9/8 7 A — 5 GiEEfl  B8ERE) 3, Rruor )77 A
7%69.9+3.96L/h, WA T D53 A ARG A25 52, 1L, WRUH L 7E 075198 =
0.563h'CTH ). b EHWT, NE2RBERFEE OFEWHE/ ST X -5
BHEE L7 RIE, TROLBY THo72,



R 2L —3 3 YPREF D SIHEE L7z, ANE2RBE R EE O RE <5
A= (3540 103 RAERG-1%)

WS |G | egmn | eaven | ®
250mg (36f) 1.5=0.0 521+119 5,095=2,814 5.4%1.7
500mg (36%1) 1.5%0.0 1,042+237 10,191 +5,629 5.4%1.7

FafiE = B

16.7 EYWHEEERA

16.7.1 S XFT 2
TR L X MRV I VIERESEE O A F Y Y RG L A, VAT
DV OEYBREI I EDNAONL 572 b DD, A MRV I Y OCuudH
60%_ L5 L. AUCo275%940%3 1 L 729 (SHEIA7— %) o [10.2.455]

16.7.2 KIVFTSEINL
TERERC IR L A DAV I VIEERYESEE BV T 275 ¥ r50mg/ H &% 1°100mg/
A0 L CRERSG LBE, A MRV I Y OCnuh FIE166%K UF111%
5L AUCHZIZIT9% Fe UN145%35 00 L 721 (AHEIA 7 — %) 0 [10.2.45: ]

16.7.3 N>F4=T
TEHER ISR L X M)V 3 VRS L N2 Ty = TR L CH RS L
FHa. A NARIV I Y OCua e WAUCH= 782 L2 150% K US74%34 01 L. &
7T T ¥ ADB2% A L7 (SEIANT -4 ). [10.2.45R]

16.7.4 Z DfOZEH]
2BUBEIRFF BT L A MRV I VIERRES L SRV I I FRER L
Witr. 7N 2753 FOCoaxhHISTWIET L. AUCo-«A%K122%I8 4 L 7219
TEREB TR L A MRV I VIR SEE =7 = VY VR BEH L 2 E. A b
B2V DCrmaxSHI21% E5 L. AUCo24dSfI16% 3 L 7217, 70+ 3 F%&
BEH L7238, A PRIV I Y OCauh™F922% 1A L. 701 3 FOCuaxh™H)
31%IET L AUCokss) 12%A L7=®, 775 /7 a— L Xidf 7707«
R LA EIRE ST X — F ISR BEI o 7290, w03
F D PEIC & 0 SEW BRI ERNE RO H 5 YA EAEHIEA S N o 72
(MEANT—%),

16.8 ZDfth

16.8.1 EMFHIFEFEMHRER

(A MRV I IEREEER500mgMT [VTRS))
A MRV VIERBIESES00mgMT [VTRS] (& [EEASE L 2R CETREA O
AR RS ERER T A BT 4 v (CPR244E2 A 29 H 3 A A 560229451075 )
12D & A MRV I U SE250mgMT [VTRS ZiE#edlal e Lz e &,
BHZREIDE L L EWHNICFS & Rk Sz,

17. ERPRRRIE
171 BERVRESMICEI Y 2 55
17.1.1 A
BB R R A R R & L7 I E G ER A & O SRR R 12 B
T HbAlc(NGSP) i, Z2[EHFIMAEE K O 7) a7 V7 3 VHOBEA LD 7z,
) B 50 S T OBE R L7220
HRIOIME 7 L7 F = s B k]l 3me/dLEL LML 2mg/dLEL b (B
i) oFEEEEL AT LEE
- PG RTOAST T AL TSR B2 5R5 DL 0 % 2 3 (9. 3207 ]
- 20 A AL ToRE DL L B (R 5-5 BRI L 205 K O A & TEHL L 720 )
[9.8%:H1]
(1) EIW%MHFHEEL HRETRER (BMAEE)
FRR - TE BRI TR AR T 2 2B B R 12, 1E1250mg 1
500mg % 1 H 345 £ 2 12 14080 (5 BiA 1A X 1 FI250mg % 1 H 2[[) F%
G L7:#5%. HbAlc (NGSP) M (CFigfl = iR 2. DUF RS (&2
Z10.67+0.64% (106f1), 1.07+0.68% (106%1) T L7
B F F 56 BUAE B2 1&, 750mg/ H B T47.7% (51/107%1). 1,500mg/ H &
T69.8% (74/106%1) Td - 720 EARBIMEM (GEBUBEL10%LL F) &
750mg/ H BT F#130.8% (3361) . Euts15.9% (1761) . B15.0% (1661) .
ARAIRLL. 2% (1261), 1,500mg/ H # T F#i48.1% (5161). H.0022.6%
(24450) . JE9R16.0% (1761). EHARIRLS. 1% (1661) Tdh o7z, MRIMHEHE
OEWERIZRD 5N b o 722,
(2) ENE IHARRICIKRETRER (XIVRZIvy L 7EIGREEE)
FrigEE - RSN T AN ARSIV L 7RI CTRIERA 45 72 28 R
R IC, 1H1250mg X 13500mg % 1 H 3 I 148 (5 Faa1:E
1Z1A250mg % 1 H2) #%5- L 72455, HbAlc (NGSP) fiiizZh-2h0.73
£0.67% (10261), 1.21+0.74% (103%1) 1L F L7zo
BV F 56 BME 12, 750me/ H BE T58.8% (60/10241). 1,500mg/ H #E
T75.0% (78/104B1) Td - 720 L2 EIMER (FEBUHAZI0% L) &,
750mg/ H BT H#I26.5% (2741) . 1,500mg/ H T T #i40.4% (426)), &
BAIELL. 4% (1561), Htn13.5% (1461) Th - 70 MRIMHHE O BIER L.
ZNEN9 8% (1061), 22.1% (2361) (2B L7222, [11.1.28H]

(3) EPE IAREIREHER
B - BB O AT EFED - BB CAL K= VY
L 7 HICRY R+ 5 2 2R R B 12, 1H500mg & Y BA%G L. 1H 750~
2,250mg % 2~ 3l | /\*ULfstﬁ&Ef L 7245 %, HbAlc (NGSP) f#,
ZEIEISIMAEAE L OS2 ) a7 )V 7 3 EIZEE L. BT D >~ b a—
IVASHERE S 72 HbAle (NGSP) f#131.30+0.78% (165f)) KT Lto
HbAlc (NGSP) 1ii6.9%ili 0 E 413, #%5-BI4AH7.3% (12/16561) |
L CT14##%T65.4% (100/153%1). 2638 CT73.5% (108/147f1) . 541n_f’
TR0.7% (113/14061) TH - 720
BRI S BUB 1267 .5% (114/16961) Tdh - 720 F 4RI (GBS
10%LLE) 13, FHI54.4% (9261) . Hula15.4% (2601) . EHAIRIL.8% (25
Bl) . BEIE10.19% (178)) Td o 7zo MRIMUHEE O EIE X AR - HBhk
FBOAROBFHTIERBLT, AFRE - EEREIIMA TAVA=Z VY L
T HI TR RA 5370 B TIXLL.6% (10/8661) 12568 L 7220, [11.1.228]
17.1.2 /©R
(1) Elw#;m#ﬂﬁﬂi"ss—ztﬁ
VTSR R Tt 5 & L 7z BRI 53 123 T HbA e (NGSP) il
IJ IT7IVT I Ml BRI EOSE RS S,
) B S0 S AT OBEE R L 720
-G HOIME 2 L7 F = EHD].0me/dL (B3 2 A 5 B Hkekks
*HTHEE
- PG OAST IS ALT S 3Rl ERO3ME L LD, 7272 L. Wiz
ABEL TV A3 E I3 ILIEE IR S5 R 0 B 13k 5T [9.35]
- 5LV T R O8I oo
1H500~2,000mg % 2~ 32 43%] L C243 M (W AE 3540 135208 1) %5
TRERIEUTOE B Tho7 (B, MAANSNZBFOEKE i44.4~
112.0kgTH > 72)6
(1) &g - SR TR A+ 5 7% 2500 PR
HbAlc (NGSP) fi (P3gfi = Rz, LUFFER) (3248 #%5-C0.76
+0.58% (1460) T L 720 523861 TI30.71+0.69% (1061) & T L 72,
(2) frgig: - SEEREICINZ T AV RV L 7R TR 72 2800 R
HbAlc (NGSP) fifii324:8 B4 5-T0.40+1.87% (4f) I F L 72, 5238
MBI T120.45+0.78% (2B1) & TF L7z
(3) EEFE - MERFEE ISR TIH750mg T A bRV 3 ¥ THIERAR+4
70 2B SR
HbAlc (NGSP) fifiiZ24:H Fi4%5-T0.98+1.62% (1761) KT L 7z. 523 fk
HEBlTlX0.65+1.17% (1361) KT L7z,
BIVE M ZEBEIE 1351 .4 % (19/3761) TH - 720 F 72 BIVEM GEFHAEEE10% LA 1)
. FHI29.7% (1161) ., HE018.9% (7#1). JEF10.8% (4F) TH- 72, &
MHEE DEIVE RS Sk o 7212,

18. ZExhZEE
18.1 1EAHRF
WHFRE S B 2 E 2 IR L. BEBMIfED A > R ) Y oriba T A2 &
7o CMUBERE TR 2R3 F 7. KRR BT 2 B0 AR OE, /NG
2B 2 BRI OEHIEE L Mo Tn b2,
18.2 M¥ERET1ER
fIlGi % 24 2 HERIGE T VB CTdH Ddb/db~ 7 AZB VT, MBEEOIET
P fe O'Hb ALl O BN % 7= 3729,

19. BRI SCEET B E{ERZHIER
— MR T A MRV 3 R (Metformin Hydrochloride)
1524 : 1,1-Dimethylbiguanide monohydrochloride
533 0 CaHuNs - HCI
7 F 165,62
PEIR - BB ORISR RIEOH K TH S,
AKIZET T < ﬂ’p&(lOO) IZRRIEITIZ L Ty 7 =V (99 5) ITHEIFIZ v,

R

NH  NH

CH; - HCl
HN~ N7 N
H |
CHs

Bl 221C (5 1R)
20. RBVLORE
SAIZIUD I & 3 BRI BVAT 5 2 L b b, (AHIDEEHC %

FTHANZE Do)



22

. B

(X DRIV R VIEERIEEE250mgMT [VTRS])

1008t [10%E (PTP) x10]
5008 [1088 (PTP) x50]
5008 [, /vF]

(A bRV P EREIES500mgMT [VTRS])

23.

1)
2)
3)
4)
5)
6)
7)
8)
9)

10
11
12

13
14

15
16

17) WHVEHERRRE (=722 y) (X M7V 3 2010.1. 2042,
CTD2.7.6.11)

18) MEAVEEMMIEETRER (7ot 3 F) (X b7 v adE @ 2010.1. 20772,
CTD2.7.6.12)

19) HEFNEYAEAEHSER (7075 2 a—)v) (X b7V a5E:2010.1. 20432,
CTD2.7.6.14)

20) WHMEMMIEERRER (f 7 7a 72 y) (X 7V agE : 2010.1. 20752,
CTD2.7.6.13)

21) IR D B IERER (X bV 3 U HEREESES00megMT [VTRS)

22) FHRBUSMGETEE (HAED) (2 b 7OV 3k 2010.1. 20752,
CTD2.7.6.15)

23) HEBUSHEER (SURIBEHEEE) (X b7V 3§ 2010.1. 20KR2,
CTD2.7.6.16)

24) EWF5 3B (* b7V ade ©2010.1.20%38, CTD2.7.6.18)

25
26

% k24

26
* %26

* %k 26

1008t [10%E (PTP) x10]
5008 [10$8 (PTP) x50]
5008 [, /7]
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Dubourg J,et al. : Diabetes Obes Metab. 2022 : 24 (4) : 609-619
Tuchmann-Duplessis H,et al. : Compt Rend. 1961 ; 253 : 321-323
HO$ G K O EREOFERAEE (2 M7 IVvasE : 2010.1.20K58, CTD2.7.6.2)
SRR (A b 7OV agE - 2010.1.20%4R%. CTD2.7.6.3)

LN R YRR SR (2 N ARV 3 IEERESE250mgMT [VTRS))
HEFTAEBESPRILEEEE (X k27 V3% : 2010.1.207K32, CTD2.7.6.8)
Pentikainen PJ,et al. : Eur J Clin Pharmacol. 1979 ; 16 : 195-202
SEYERESER (72ABRS) (A M7V adE 2010.1.20KE8, CTD2.6.5.6)
HWEE N T 2 AR =5 —ORGE (X N7V 3 2010. 1. 204KG2,
CTD2.7.2.2)

) Sambol NC,et al. : J Clin Pharmacol. 1995 : 35 : 1094-1102

) EEEFPKILEGER (£ b7V adE 1 2010.1.20K:2, CTD2.7.6.6)

) EINERRIRGHER ONE2RE R EE) (X b 7V e : 2014.8. 297K 32,
FAMLE)

WNEEYA AR R (272 2) (X b7V agE: 2010.1. 20752
CTD2.7.6.10)

) Song IH,et al. : J Acquir Immune Defic Syndr. 2016 : 72 (4) : 400-407
) Johansson S,et al. : Clin Pharmacokinet. 2014 ; 53 : 837-847

) SRS AR R ()R 2 5 3 F) (A F 7OV 382010, 1. 204KG2.
CTD2.7.6.9)

=

) Lee AJ. : Pharmacotherapy. 1996 ; 16 : 327-351
) db/db=7 AN B B MR FIER (X~ 7))V 3§ 2010.1. 20272,
CTD2.6.2.2)
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