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MHEFEEEN NTAUC, CoZEDINT A —F 1, #EREDE
R, KR ORAUE S - BiR% OB EIC K > TR 0]
REMEDID %,
16. 2 MRYUX
16.2.1 BEDHE

fEBERR N B2 A SRV S S HRERHET50me 2 &I B
FREO&RG Uiz & &, EHERBEG IR T Cud M FI20%K T
U728, AUCe B VR Hh IR I Z 13 3R0 b e o 727,
fREERR N BRI X RV S P HHEEHS00me 2 & E F R OV R
BICHERORE L& EDEYBITEINT A—FIZLLTFD

TR B H A 1. 86 13. 22 17.3 383. 6
PREH G | £0.52 + 2.00 +£21.2 | £122.3
rh A R R AR 4.12 58. 30 16. 2 108. 3
PRI (A1) | *=1.83 +36. 58 + 7 + 57.2

CE¥51E £ BEER )

CL:B27UT7I>RA)

16.6.2 SihE
RSB 5L, 7L 7 Fo 22U T SR>
60mL/min) R OMEEEIEEE B QO 40K, 7 L
FFZHUT T Z:>90nl/nin) 1A MRV HEEE
HI500mg 2 ZEfEIE I B m 4% 5 L 7= E E o A haR)L 2
SBFEHERS R B EE NS A —F I T DO EB D TH o

72, 9. 8]

Tﬂlil\ Cmax A[ICU*JX Tl/2
(hr) (ng/mL) | (ng -« hr/mL) | (hr)
(R i 2.5 1,935 14, 236 4.5
(12451) +1.1 + 633 + 3,927 +1.0
e IE S 2.9 1,204 8,907 3.5
(6 1) +1.3 + 367 + 2,325 +0.6
CEE Ml + e 22)

16.6.3 /N2

INVE 2 HIBEIR R E 2t R & L - BB GRBICB N T,
ARFIVI UHEEEZ1H 2~ 3 EICHEL T, 500~
2,000mg/HZ#5 L& XD IREITSZ2HNT,

EBDTHoE" REalL—a VPR Efi Lz, BREETNDS/AE

5 I - e ™ 2 RUBIR ALK ST N T A — 5 % T L 72 SRR,
iz (hr) (ng/mL) | (ng - hr/mL) | (hr) FROEBOTHL,

TR .5 1, 060 6, 186 1.5 RE 2L — a3 2PKEFIVNSHEE L2, /NE 2 BB R IR
T P R A BEDENBIES T A—5 (BGAME N 3 FR AR
ik | 51 | Lol | 64 | L0 & : - - —
a26 | 0.6 + 162 f;:tii;_kFﬁgzg;;;) A (ng/ml) |(g - hr/ml)|  (hr)

S Y5 i 4 FEE
. ‘, 950mg 1.5 521 5,095 5.4
16.2.2 A4 IR AR (36(31) £0.0 | £ 119 | £ 2,815 | £1.7
HEHERC 3 BIIC X Pl 2 > il iis00ne 2 BEIFTE L1325 S00n o Ton Rt -
= 2Lk 5724 oS - T z . s ’ .
16.3 9% CEH il + B R 7)

16.7 FYMABEIFRA
16.7.1 S AFI Y

16.3.1 MIREAFEEE
1.1~2.8% (in vitro. & bifufE, 0.1~100xg/mL, FRAt

25EiE) Y fREERR AT L A BRIV HEEBIEE S AF O 2L
16.4 fti4 B, DAF VL OEMBEIIIEENASNRN DI

HDOD, ARV > DCudiFI60% EF L. AUC,A3HI40%
gL GHEAT—%). [10. 2. 42H#]
16.7.2 BATUSEN

A MRV ERBREIRIE S A SRB SN, ARV
F. FHEECYPHy FRE (CYP1A2, CYP2A6. CYP2B6.
CYP2C8, CYP2C9. CYP2C19, CYP2D6, CYP2E1K TACYP3A4)

ORBIEIEICHBEEZ G 2o (in vitro) ™, [9.8, fERERR AT L A BRIV S AR & KLT 2 5 E)L50ng
10. 2] /H K 00mg/ HZPEH L TRERS LEBE. XA MRV
16.5 HEft 2 D0 MENENGCL L LG LR L, AUCASENERN

T9% L RAS%EIM L 72 GMEANT—%4) . [10. 2. 4Z08]
16.7.3 N F4 =7

fERER AT L A MRV VBRSNS T =T %208
UCHEHEELZEE, A BRIV > D00 & TAUC -
NZNH0G LTI, B2 U T 5 > AME2%m D L
7= GAEAT—%), [10. 2. 4%H4]
16. 7.4 ZDfbDEH

2 RUBERIG BRI LA MBIV DHEBIEE TR T S
SREHALEES. 7UXRSYZ T2 ROCHOKIBTHET
U, AUC2 22008/ U 7zo TEREERANICH L A RARIV S >
W E 72 PEEHHALESLS. ARKILIO
ConxHI21% EFH Uy AUC I 16%3EM L 7z 703 K%
PERLZESG. ARSIV D OCAK2% ERL, 7ot
2 RDOCuEISIHET Uy AUCsSRI 1208 L=, TS
Z 0=V 7707 2EHHLZEATEY R
INT A —=FITHEIBN O 2. WTNOEFBHEHICKD
TR IR AR FE D B 2 HYAHENEIE A 5 N8 h o

A RNFIV I EEIRAB(CIRD FFRFICHM S NS,
fREERE N 5 I A BAs)L S > H R H500mg % BE A1 1 4% 5
L&, BEASHMBETORTIFMRIBERED
51.6%TH-o/z WMEATF—%), ERDRTUAR—F—
FEFAMI  (hOATL. hOAT2, hOAT3. hOAT4. hOCT1. hOCT2,
hOCT3) 2 AW TR L2/ E, h0CT25E WiiEREZ R L
22 EMB, A MRV VHEREEIZEIC0CT22 T L TRY
Wit s EEZ SN0, (9.8, 10. ZHE]
16.6 HENDE=ZHETHEE
16. 6.1 BHLEEEEERE

BHEEER S (L7 FZ U7 T2 X 0 >90nk/min) .
BE (L 7FZ22UT T 2A 61~90nL/min) KU
& (VL T7FZ 2 UTY 5 2R L 31~60nL/min) DB
REREEFIZ A ML 2 IS5 0mg 2 22 JE MF 1T BA (1% 1
BELEEZOEMTEENNTA—FIZLULTOEBD TH>
=0 GREAT—%), [1.. 9. 28]

Cmax AUC()*OO Tl/i CLR 1i~31) -
(wg/mb) | (g« hr/nl) | () | (ul/min) 16738 {_J;}EAT“&)"
T BEHE I 7 1,64 1122 12| 3947 '
ﬁ%(ﬁ?)bﬁu)%% +0.50 | +3.19 | +52] + 838 (A RAL 2 2 IRRIRE250mgT [TEL)

A MRV 2 R SE250mgMT TTE) 13, A MRV 2
B SES00meMT [TE) ZfRVERFIE Ue & &, JEHIZEN



[ SHra N, EYERICFRS BRI N,

17. BEERAIE
17.1 BNERVEZLEICET 255
17.1.1 BKA
R 2 BRI RS 2R & U —EE B2 a0
KGR AR 12BN T, HbAle (JDS) fi, 22 R s g fig
K7 ) a7V T I AEOWENRD SN,
) BRSNS LT ORBEZRIAL 2.
CBGFETOME Y L7 FZ AENBEL 3mg/dLEA L. otk
L. 2mg/dLEA O BRI E &2 A9 5B H
- B 5T OASTXUIALT A HEE ERR D2, 55 0L E D B,
P2 s [9. 3R]
< 20RR AR SUL T LD BE  (EMHRSBRIZ 205 A0
DHZERI L) 9. 8B ]
(1) BENEIERAERMKRFEER (BEREE)
BELHE - IR THRAT 72 2 TR EF IS, |1
[1250mg X 13500mg % 1 H 3 [alfERZIC IR %555 1
BRENE 1 [E250mgZ 1 H 2 [|) %5 U748, HbAle (JDS)
i CEEE £ ERERZE. LR 1ZTn2n0.67+
0.63% (106f%1), 1.07%0.67% (106%]) K KL 7=,
BIVEH FEBIAE X, T50mg/ HEETA7. 7% (51/10741) .
1, 500mg/ H#T69. 8% (74/106%1) Td o7z, FREINEM
GREIRBERE10%LL B) 1Z. 750mg/ HEET FHI30. 8% (3341 .
5. 9% (176D, BER15. 0% (1641, EARAIELL 2%
(1240, 1,500mg/ H#ET F#i48. 1% (5141, HEL22. 6%
(2441) . IEH16. 0% (1761, BHARIgELS. 1% (16¢1) T
&> 1= ARIMBEHE O EIE RO S isho 727
(2 gli:lgl?ﬁ I HEAEREREEER (RIVKRZILD LT HIEHA
BERE - EEEEICINA TZIVRZILT L 7 HITHRER
T437 2 BRI, 1 [E1250mg X1Z500mg & 1 H 3 [
BEBICIGERM @5 1 EMIZ 1 [E250mgZ 1 H 2 [[)
#BE LR, ObAle (JDS) fEIZZFNZF40.73+£0.67%
1026, 1.21+£0.74% (1036 K F L 7=,
FIVE R IR, T50mg/ H BETH8. 8% (60/10241) .
1, 500mg/ HEETT5. 0% (78/104%]) Td > 7=, F/REIVEM
(EFRBEREEL10%LA B) 1Z. 750me/ HEET FHi26. 5% (Q74) .

1, 500mg/ H BT TFHI40. 4% (4268, BAARIRIA 4% (1561,

M3 5% (1461) Th o7z, RIMEHE O IEHIE. =1
F19.8% (10f]). 21.2% Q26 IHFEH L=, [11.1.2
ZHd]

(3) BN I BRIk
BREE - EBEEO A I BRI - BRI A T
ZIWHRZINV T L 7 BITHREAR+45r 75 2 BRI EA I, 1
H500mg L DEELE L. | H750~2, 250mg % 2 ~ 3 [EIC 4>
U CHAEI 5 U= 455, HbAle (JDS) i, 2= s i
FOZ)a7IIVT I AT EL. BirsimeEa > ho—
JLASHERR X 7=, HbALe (JDS) fEIX1. 30£0.78% (165f)
X F L7, HbAlc (JDS) 6. S%ANEDEIEIL. 125 IEH
7.3% (12/16541) 2%t L TL4IE#% T65. 4% (100/15341) .
260E#5TT73. 5% (108/147¢1), 543 T80. 7% (113/140%)
ThH-o7=.
FIVEFH S MEEEIZ67. 5% (114/16961]) TH o7, ERENE
B GEBBEEEL0%CL L) 13, FUi54. 4% (9261), L5, 4%
(2641) . FBRAHELA. 8% (25M1). MEHR10. 1% (174) T
HoTze ARIMEHE ORIEMIT & dEE - EBEEDOA DR
BFCRRHET, SFRE - EHgEInA T2IVERZ))
LY FITHBEAR T2 BE T 6% (10/8661) 12 FEH
L7z, [11.1. 2]

17.1.2 INR

() ERSENERERSHER

/N 2 BRI E 2 R & U I RGBT 1T T,

HbAle (NGSP) f&. Z U I 7I)VT I fE. 2SR5 A E D

WEENRD 5Tz,

) R EN SN OBREERIL 2.

CBGRIOMIE Y L7 F = Al Ong/dL% k8 2 2 BHERE
WEE AT LEE

- R 5-RTOASTSUFIALTAYE (i HRR D 3 f50A R EE, /=
L. B2 A0 TR BEITEEM RO 5 &R
WO BEIEG ] [9. 3B

- 5L R RS, oo B

1 H500~2, 000mg% 2 ~ 3 [ENZ /3 # L TR (ABE2 35
BIE2 M) B URIILTOEBD TH o7z (ab.
HHAAN SN EBEDOKREITA. 4~112. 0kgeTH > 72),

(1) Bk - EFRETHRAR 7 2 BB R

libAle (NGSP) fii CEIfE. DAREAED 13248 %5
T0.76% (1441 K F L7z

BEE - EEEEICNA TAILR IV L 7 HITE)
BARA 4572 2 TR

bAle (NGSP) fElZ24:M R 5-T0. 40% (441 K FL

)

ErfEE - EEEEICIA T I HT50mgB L F D A bk
V2 2 TRHRAR N7 2 BUBE R IR

HbAle (NGSP) {#&Vd 243 [H4%5-T0. 98% (1741) {KFL
7zo

BRI FEABERE151. 4% (19/3761) TH o=, EaEN
CRBBEEL0%LA L) &, F®i29. 7% (11#1]), B8, 9%
(7). MEm10.8% (46) Tdholz. RIMBHEDRIER
1D BN no 725,

6)

.

18. FEINFIE

18.1 {ERA&F
FICHFIRIC BV D B8 A 20 L, BB o1 > 2 >
SWENT B e < MBERE TR ZRT. £, A
MAZ BT DHER D IAB D, /NGIZ BT 2 BRI DI
EHHSN TS,

18.2 M#ERE TER
iz 23 2RMETNEMTH D db /db ¥ T AITH
:’:‘E 15 i OD A5 11 FH B DMIbA L efi o 34 Ikl i 220

19. B ICEAT 5BEMNMR
—f % 0 A MBIV R (Metformin Hydrochloride)
{54 : 1, 1-Dimethylbiguanide monohydrochloride
ﬁ?f‘ . C4H]1N5 M HC]
S8 1 165. 62
R AaORE IR RIEOM R TH %, KITHEIT
9<. BEE (100) IZRREITIC<L, Y/ —
JL(99.5) Iz,

F i 7
NH NH
/CH3
H2N N l?l « HCI
H CHs
B R221°C (R

20. BiRWEDEE
BEREROHTEZICHRERICBVWRTLEIENH S,
(AFI DN T D I K %.)

22. A

(A BRIV Z AEEEIESE250meMT [TE])
1008z [PTP (10$£X10)]

1, 0008 [PTP (10%£X100)]

5008 [)NF]

(A MRIVE R EGIEEE500meMT TTEL)
1008 [PTP (108X 10)]

1, 0008 [PTP (10%£X100)]

2508 N7
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