20244 9 HEkET (45300

% 20244F 2 HSET (BE20R) E*Efiiﬁﬁﬁ%
Bk | SRR ARES R 5B
BHhEIE : 34 FTIN TR/ T T A FRERAHI LD 29200 AMX00312
201
=2 PRI i A - HD |22200AMx00313| 2 0T

HASER €470 5 Vil - A by 3 o M i

RADb EESFELD
RAD ic5EHD

METACT °Combination Tablets

CIE N IVE 178 S
) R~ BERIF OIS 12 & ) TS5 &

1. ELE

1.1 BEBERABT O N—YRERITIEFHY ., BTICE-
BHMEINh TS, B7 O =2 X 2RI LPTUVE
EICHEBSLEVWI &, [2.2, 2.3, 2.5, 8.3, 9.2, 9.3,
11.1.2 B8]

1.2 BEEREVITREBEOH 285, SHEICKRETS
BAICIE, EHICBBECHERE LR T EEEICKR
5432 ¢, HICIEULOERE TR, FEBREDES
{EEICHBTT A&, [8.3. 9.2. 9.3, 9.8, 11.1.2 B8]

2. BR(ADEHEICEIBELEVWI &)

21 DAZOBE L LAEOMEROH 5 BH[EF 7Y ¥
VYTl B EBRIC 3\ TR BRIAE R o B Bl 5 AU 1
DEALL EZ LNDLEEOHMABALNTEY, T2,
RIIZ D DAL ZEES B VI L 72 DMEDTDH 5]
[11.1.1, 11.1.3 1]

2.2 WICHRTHEA MRV VICK2ABT VY F—3Y 2%k
ZLedw,] [1.1. 8.3, 11.1.2 %K)

AT Y F—Y AOBEDH b B

- H O B BERE 5 (eGFR30mL/min/1.73m2kii) © & 5
HNLENT RS JERLENT % &) [9.2.1 B3]

DA R, MEERBICEEORE (Y 3 v 7, OAA O
Wigg, Mizetess) od 2 BH I 02 Ol O AR F ME % 1
W WAREEIC B B B IS IR O TG & 0 SLERRE
AN % 6]

- BEAGE O B A BACREAS R & S o B (P, it
FOBGEEDOD L BHE, RO % B3 5E)
CBWEEO TV 2 — VERF[10.1 ]

2.3 MEDNHEIERED D 2 B IFIKICB T 2 2L OCH ik
PETFL, ARV IVICEDAMT Y F—v 252 LR
T T EFZY YV EFECHFBTRESRA 2D,
EWMT2BENMNH 5] [1.1, 8.3, 9.3.1 &H]

2.4 FIE b— ¥ A, BEIRAEPEEIE SO AT, 1RURE IR IR O
BEH. 4 ¥ A VI X 53R 7 & ML 0 S 1E 23 D78
L% %]

2.5 FIEIKYE. PR, EERIMEOH 2 BH[L VA
VEFNC X MBS L TN D O TRAOREG 13 S
Vo F72 BT Y R332 &I LRI ] (1.1, 8.3,
11.1.2 1]

2.6 RAARIREE, HUAMCIREE, FHRIRAE, T EARBE AR AN 4
WIFEIB A Zo BB MR Z R T B2 d 5,]
[11.1.5 2]

2.7 RHNDO B XNTE 7T F 4 FRIEHN R L BBOE o BEE
DB 5 EH

2.8 M XUASHEAR LT Bl fEME 0 & 5 Lot [9.5 B ]

3. #ER - R
3.1 #HR
Wioe4 A% 2 bEAHLD A% 7 b HEHD
1gerp LgErp
EF 7Y 8 i R RS L3

HARES

16.53mg

(€t %L Tl5mg)
A MRV I VR 500mg

33.06mg
(Ex27) % &1L T30mg)
A MRV BN 500mg

AN

fmtro—2, K€KV,
JHAHANVAT—AF MY
YA ATTY YR
YA, BT O RXO— A,
<27 aIT—)6000. ¥V,
BiLF 5~

fEmtrao—2, KK,
JUAAINV AT —ZAF MY
YA ATTY VRS A
DAVAVNUE Bl = 15 3 = el N
~ 7 aIT—)6000. ¥V,
BAbF 5 . W=k

3.2 WEOHERK

Wit s A% 7 MELE$ELD A% 7 ME&HEHD
o - H ﬁ%@74»A:—%4‘/ iﬁ%ﬁ@@74)vA:—%f
7§ VT
@ ) O
F£% (mm) 13.7 14.2
5% (mm) 8.7 9.2
J£ & (mm) #6.6 #6.5
Ei (mg) #1657 #7683
Wwpla—r D 321 D 322
4. FHEEXIIZNE
2EUNE R

L. EF TV BRIBRU X bRV I VBERIBOHA
ICLBEEPEINEHEENZHEICRS,

5. $hEERIRHRICEIET 2R
5.1 AH) 2 2BBEIRIFTG RO — BRI L L T &,

(3,

2 FEHNE LT, B ) s VIRERIE(EF ) v e L

T1H15mgX1330mg) LA bRV I v HEEEE (X ARV I Vi
B3 & L CIH500mg) & B LIREA L E L T 25E. H5
Wig¥F 7 ¥y UERIE () ¥ v L LTIHIbmg it
30mg) ik A bRV I UHEEE (X MRV I VIR E L C1H
500mg) HAI OWEFIC & D RRA TRy EIC. REOMH %K
sz,

3 ARHIRESHICBW T, ARG REF ZY & U IEERE R
O A MRV VIEEEOFEA OB L ) b #EYTH 2 HhIEE
WHW 52 &,

(3,



5.4 RAOFHIZBWTIE, &5 LORERBHREROEARTH %
B, EERLE AT 2k,

5.5 KRN ZMHT 851, 4 20 VP S h s B
WKCHET B2 Lo 4 v R Vilkbitko H 2213 (Body Mass
Index =BMI kg/m? T4 E&H %\ id A ¥ 2 ¥4Ik E A 22
JEREILAR A > A Y M C5uU/mLLL & F 5%,

6. AERUAE

WE. EAIFIHIENGE(E 4 7)) &V /A PRV I VR
ik L T15mg/500mg X i1330mg/500mg) % S & I & I1#% 5§
%O

7. RERVAEICEET 3238

74 ¥X 27 5 OG0 FEARE IS b S
NTWLOT, KHICHEST L5613, FEOBBICHEEL.
RHENCEEINLEF 7Y Ve LToORGRIZIHLIR15mgH
LG EMGTLZENEE L, (8.1, 11.1.3 8]

7.2 WEEE OB E O H 5 B (eGFR30mL/min/1.73m?LL 1
60mL/min/1.73m%Ki) T1d, * kAL I v o) B A
L. L7 ¥ F—Y 2 0FB Y 22 25w % b hetkdd 5 7-
B, LTORICERT S &, f12eGFR230mL/min/1.73m?
DL F45mL/min/1.73m*A il 0 B 12, H I E o f YA
etz bl &SN A28 HIC0AES5 352 L, [8.3,
9.2.2, 11.1.2, 16.6.1 &&]

ARV VHEBEE VDRI DEBL, AREBE LSS
a2, MECKGEZRMTL I LPLET
HbH7zD. KA GHNELT 7)) &V RO A MRV VIER
HoKHA OPEHE L @Y TH 5 EEIHET5 2 &,
CARHNCEINDHEF Y YRR RV I UHERBREOR,

THRIRT A bV I VHERRE A OTH kSRS RO H% b

ERLT, AHlogkGrEtlob Lk,

(BH) P EEOEREEED D 2 BHE BT 2 2 bk I ViEREN
FO1H s - o B %
HEST R ER PG Bt (eGFR)

(mL/min/1.73m?
45=eGFR<60 1,500mg
30=<eGFR<45 750mg

AN ROV X 2 MR R R 0 K FR T 31 H & &2 1H2~3 5 # $
5Choh, AH(CFZIE I v/A ARV v B E LT
15mg/500mg X 1330mg/500mg) DAREIHEEIZI H 15 TH 5,

CEGHE, XD BEENCERE (eGFRE) A MRS A 40 LHE L
BEEEL, 5 OMER RS REOWHERE T2 &,

8. EELEXNZEE

8.1 TEBRIMAE RO X % L E 2 5N FIEAVEI NI B L,
FLORENHED L VEHIET 2 2 LB LD T, RH
R, A RER, EROZLICEE L. BRESASNT
BAWCEEDICARORBERIEL, 2275 &9 BF 2 HE
$5Z k. [7.1, 9.1.1, 11.1.1, 11.1.3&MH]

8.2 LEMBEWR LWL KD S5bND I L bDT, El
NS OERMAEZAT ) 2 & HaIcBlgd L, BEg2silo bz
G2 — BRIk 205 5 WIdiRE T 5 4 LEE SRS
FToI L, [11.23H]

8.3 FNICHEEAILMT Y F—VAZRITIENDH L, VA
HT-& LT, BRReRE, IEpaeRE s, RERME 2 fhv 3
WIREE, BK FURIER 2 A5 2 A0 2 &), MEDT IV
= VL EYYE. REESEAAS TV A, BRI Bk, @
EOT NV I —VEREFIC L ) BHEORENZLETLEILLH LD
T UWTFOEICEETAZ &, [1.10 1.2, 2.5, 11.1.2 8]
MARFOFES G L ZoH b5 h e i, Bk
(eGFRE) K OB HREZ# FEFR T 2 & L b 12, BB ORI +H507E
HFELTHEOBEE R ORSRORBEZRAT L. B, B
WS, FFICHE R BRI E RS AIE, X AN
BIBHZ L, [2.20 2.3, 7.2, 9.2, 9.3, 9.8 BH]

A MBI VERBEE LTO
1H & G o Hie™

%

Q) BAERD D &b 7281352 ik L, #Y) 2 L 2 7
9 Z o FIRME %43 % 387 (FIRAL. SGLT2FEH %) & o
PEFARFICIE, HFICBKICTERET A 2 8, (2.2, 10.2 2]

() AFN D P G- B S N2 D14 b 5 LdEc, LFTOWNSE %
BEROPZOFRBEC 88T 52 L,

CWEEOT V= VERERETSZ L, (2.2, 10.1 3R]
CHEG T R, AFENAREOERRAAR (Y Yy 77 1)
DOREIX, BKRERBEI L7720, —HIRHAZPIEL, E
MK T A2 &, [2.2, 9.1.3&M]

CFEET Y R = ZodEIR (HREE, BRK. SR, Bk
E)DHLbNIYEICE, HHIIB T L, [11.1.2%
]

(4) 3 — FigAl 2 Vv TREZIT) BFICBTIE, A FFIV3
COMHICE VAT Y F— Y A2 RITIENHLDT. K
EHNIAF OFG % — Rk 35 2 & (72720, BRICHRE
BIF)RED S B EZHRL) . T — FiEHAK G %A FIZA
HOEG 2B LEW &, 2B, BH5HERICIE. BZok
RIITEETAZ L, [10.2 2]

8.4 It ZHEZ 32 L2 A DT, BH T UARILREAE R K O
ZONUTTHEIT DT oI5 2 &, [9.1.2, 11.1.5 2]

8.5 ILMMHERZR ST I LMD LOT, mFEE. HEED
RS ICHEF L TR BFICHRG TS L EZICRERET LI L,
[11.1.5 ZHd]

8.6 ¥X 27 ¥V v EHGINZBETENREORLEY 2 7 HiHy
M 2 UREEIEEICETEETERVOT, UTFTORICEST
5Tk, [15.1.1, 15.2.1 ]

N RRGY a2 e AN EE SRR 1 - - A A N
e D BERE % 479 5 BE I ARK O AR ekt % 5
WCHWEL7Z BT, G5 oWGHE2HEICHETA 2 &,

B GBIIRICET D, BE T ORRICEENRERED ) 2 2
ErToICHP LTG5 TAT L, Fo. BHPICMR,
BIR, PRI EORERDRD SN HAICZ. EHl
b X BBIRETLI L,

S HHE. EMICRERES ZEBL. BESRO Sz
FlTE, BYRLEEZIT) . Tz, BGRTHLREL
T, tonEgeiTy L,

T PG A IbE, R R BRI RE L, R o)
RE2EDO. FEIAT D RBEIIE, R IO BRI
DY FEZEITH) L,

.8 B IMUBE T BRI M A IBRE AL T A B B
DTHETHZ L,

.9 ARA ORI HE ORI BT 2 LEEIEIMLL Tk

W (R RRER I 220 6

10 KA DHRESTHB A PRV VA A7) I v EVEHE

FFO—MHPLBL TR WRENSHLI L, 2o 4 2713
Y OENERREBVIZBWT, EZ 7+ 4 FRER LG L8

By ORI SE & OOt F# D & K L CTHLRE RS S <

BoOLNEOWMENRD L NS, PHHERORINOBIZIE

BMET sz e, [10.2 2]

. BENERZHETHREICHTZEE
A BHHE - BIEEZ0 6 5 8E
AN DREREDSZTNDSH 5 O0HEE. ROE. OEHIE.
mMEMHONRBEZEDLREDSH 5 BE
TEBRMAE R OWMIC L D LAEERIESELBLINNDH 5.
(8.1, 11.1.1, 11.1.3&M]
A2 BIEZECTHThDOH B UTOEERIIKE
- BRI RHERL REEIGE O
- WL A TR B
[8.4. 11.1.5&H]
1.3 BRPERE
TV F—YAZBITBLWNH L, (8.3, 11.1.2 2]

EN
W

-

> 3
- Rz

8.

=

™=l

9.



9.2 BipelEERE

L B B PEIEATEA L X b ARV I oS AT S
7o, BTV F—Y ZAEORB) A7 HHE L %A WHEESD
Bo [1.1, 1.2, 9.8, 11.1.2, 16.6.1 ]

9.2.1 EEDBHEEEEDH % B (eGFR30mML/min/1.73m*K i)

Rz EREE EEEREED)

B LewIE, [2.22M1]

9.2.2 FEEDOBHEREED H % B (eGFR30ML/min/1.73m2EL

E60mL/min/1.73m2kK i)

HEICEEZEE L, &5 0OME R OES RO 2R 5
Z &o H12, eGFRA%30mL/min/1.73m?LL E45mL/min/1.73m?
KO BF L, HE LOAEMECRMEZE LR % &k S h
LYEICOREETHZ L, [7.2, 8.3%M]

9.2.3 BENEBHEREEDH 28%

(8.3 ]

9.3 FripelEERE

B 2 AMORBREIMET L, BT ¥ F—Y 20 %8

V27 WL B REN D S B [1.1, 1.2, 9.8, 11.1.2 B]
9.3.1 EEDIH#EEEEDH 2 8&

B Lew E, [2.35M1]
9.3.2 BE~HhEEDHEBEDH 3 BE

(8.3 ]
9.5 1143

I IR L C W AR D & 5 LIRS L nZ &,

A7) 5 ionTid, Iy s IR G R BT,

40mg/kgll L OB TR - IR THE oM, IAEROEFED

MCAEAS, 7 BRI S AT lE. 160mg/ kel CTHEIY

DOICINITEDENZENIH]. R - BBIBRCEORMENA SN

720 720 AMANI VTR, v b Y FTHE~NORLT

HEOOLNTHBY, Ty M THRABEHI#RE S TWwDY,

Jov WEEHEFLER T ¥ =Y A% LR, [2.8, 11.1.2%

]

.6 BB

B LOARMER ORI REOL T ZRE L. IO

FhikERETA I, A ZY ¥V TR Ty M T

ANOBITDHE SN TV BY,

A PRIV I TR RBEZES D MR NORITRD

bhTwb,

7 NRE
NS R R G e U BRI ARBR I M L T e v
.8 EkpE

EREE T, B TSRS SR T L w2 e 0%, &

RAGERZREI LTV, SASDIRETIZART ¥ F—v

ZARBEBILRLTVOT, UTOEISEETLI &, [1.2, 8.3

9.2, 9.3, 11.1.2 1]

- AR OB PEAN, B B, HICEE 2 RS
AUE YT X0 BN R 2 T o e
TACBE LA HBEIRG T2 8, [A MRV VidiE
LAERBEINT, REMUEOF T RPICIEES NS, F 7z,
JFBERE DI T IS & 0 FLEE OACHBEAME T3 5, ]

- BB BKERE B HEORBICHMERE L TG o IER
Wik & WA 2 2 & FRICTORL Lo EkE TIE. AT v
F=Y 2L MESNTBY, FTHRIARTH L Z LN
Wiz, AHEGOMEE X D EEICHBIT A2 L,

CEZ LT = VESIEREENTH - Th, ERICE o T
T EBEOBBRESMETLTWD I 2 HLDT, eGFRED ¥
LT, HEICEZOIREZHETLZ L,

10. HEEA
A7) sy iddE e UOREAHMEERECYP2CS TR S 1,
MR D5 FRPHHEICE S5 %, [16.4.1 ZHE]

101 BFRAZZBALAWI &)

FAHE

FERRAEIR - H i 7 i

I - Sk T

TV a— )b GEEEDBI)
[2.2, 8.3, 11.1.2 3]

FLBT v F—v A%k
T EDD D, KAPS
HUEEED 7V T — Vi
TL(ARIE) 30 5 2 &

JFFiEZ B 2 ALk O
BRI 0
F 720 BIKIRREZ R
TIEVD D,

10.2 BERER (BRAICER TS &)

S BRI - T | B - eI T
3 — A T ¥ F— v A% | PEHIC £ 0 T ReAED

(8.3, 11.1.2 ]

FIENDL, BT
WA EARA OV - % — I
Bk 2 S5 ) 2
BRI T Lo

B ORI
rryRA T UE
[11.1.2 =]

FLBT v F—v A%k
FTIENDH D, BT
WA IARF OG- % — I
LIk 3 % S5 1) 7 AL
HETH) T L,

EFL. 2 bAIL3
Y OPEMAE T %
ZEDEZLENTWY
5o

RN % 455 % 385
FBRH
SGLT2FH 5 #%5

(8.3, 11.1.2 %]

BiAIZ X0 FLeT > F—
VARBITI LD D
720, BIKIERD B 5 b
NEEIE, KAl
Gk L, sy
i,

PRI & 43 5 3
AN &Y i
WA LBRIRE L 7%
LT ENDHD

bV RENEES
ZNFR DI L7 R HH|
RN A > 2 ) A
HEIE

a-7 V3 v & — Y RLEH]
DPP-4[155 7]

GLP-17 F 1 7 #5|

4 VA v HHF
SGLT2H15EH#]

A RA7) 3%
[11.1.5 1]

KM 2 B 2B h
DHHOT, KHED? S
G-z Bk % % S
[ 20 R

PEFIER LA, OB R
TR OIS X
D, RO Y R 7
BN % BEID
H5,

A A7) I
[8.10 2]

HALEHER D FEHIC TS
THZE,

BRSPS Z <
ST B M1 A D
S5NTWw%,

DR 5 38 T OFZ o> 1A
TR & B e 5 %
HHRZM LTV LHE
R 5 3 o MU B T 1
JH % B3 2 e

B3 )

U F OV

E 7 I vEBLEEEM

)

747 7—bROENR

ML 7 1)

gV7r)

HARALA 70 A R4
B PR 955 ) 38 o> 1R B F 1
T % 559 % HEH

7Ly Y

R R E AV E

PRI L £~

PRV E v

FI R

¥I5YF3IF

AV=7YF

—aF U

T FT Y REH

&

AR OB 2 EICA
#l % B3 5 A,
BRI HSE D E o
RICFERoOM A ETICY
- R AR N N -] [))
A ¥ A VRIS
JAAIMb 5 LIC kB
BICHEETAI L,

U R 4R 0 H i
JAFIGGIT & B

V77 ¥y EDCYPCY
&S B A

V77 ¥y T
LEEFZTYI YD
AUCHBA%IE T ¥ 5 &
DOWERHDHDT, Y
TV VEHNT A
YA U A FR I % +
B L. LERBA
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V7 ORI
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WA 5 FRRAEIR - $5i8 5i B - fabrAE T
%OCT2, MATELl., XX\ A b3 volifiErE 0CT2, MATEL,
MATE2-K#% (3 23840 |25 L3 L. fEHAHR 3| LIEMATE2-K % 4
VAFV Y LBENDDH L, BIEE|LIZAMRLI VO
FLVF7 5N Tt BEIB U | EEED HE S S
Yo 575N TARAZHIET 2 & EE2 LTV,
NITE=T G T2 L
®( A TaF=T A
¥ EIFALETE
1. BIfEA

ROGMERDNH HbND T ENHHDT, BlE% T/5I4T v,
EEDVRD SN EITEES 2k 3 5 72 L) 22 WL iE % 47
5z,
1.1 EXAEIER
11.1.1 ODFEL (FEA)
DAL HES L VEIRET S DD LDOT, FIE. 2iln
PRI, OAREREIR - B (A8, BhE. O R, Fk
F) WA LNEGEE3EG 2R L, v — TRRAEE S5
L WY EERIT) L, FITOAERIEOBZENDOH S
DB OBFHIIIEE TS L, (2.1, 8.1, 9.1.1 ]
11.1.2 3BE7 > K—3 X HEARD)
M ELEEfE o EA, LB/ Ve Yo ER, MiEpHOK T~
%"?%ib\ FRARDZ ED% v, — KIS 5 BIRE
ke TH DA HIBEIR, BRI, SRR, B %
wa‘%kf‘ohé ENL L. INSOERDD S b 2gAICE
WP ERIL L, BELAREEIT) L, BB, BT
/b—yzwﬁwﬁkéwﬁn 2iE, ABROWERREL RO
SR BEYRMEEZTS 2k, [1.1, 1.2, 2.2, 2.5, 7.2,
8.3, 9.1.3, 9.2, 9.3, 9.5, 9.8, 10.1, 10.2, 13.1 ]
11.1.3 ZE(1%)
716 Bt i A5 1k o0 g

o

CEBLEZONLFENSLDNL T LS
HBHOT, FEPBEOONIZGEITE. BED D WIEHIET 2
R EWMY RMEEIT) S Lo TS DLEIC X o THIERIL
L 2WEAICIE, BDESELTV—7FRA(7 o+ 3 F5%)
OBRGEREETH L,

YA 70 & ISk BREOEBUEEE BRI R BAE A
Bl T10.4% (44/42200 )« Bl FR 95 ki #6% B 55 4 OF 90 ©°11.4%
(39/342480) il R 3 1k 4 A5 DF 1 ©10.6% (30/28261) TH ) .
Bl PR 955 VE A D E S E B FEFSE BN R W B B S
NOOIEBIZH > TIETTFEORBICHFICHE T2 &, [2.1.
71\81‘9J41§%ﬂ
11.1.4 FREREREE. BE CHEARN)

AST. ALT. Al P& L v EH %5 kG
%bhé EHHDOT, BIgE 5
T G- 2k L, ) 20 s &
1LL5ﬁMEm5%

R IR DR COVIE IR - DI, W O 22K, FETTEE) ATRE0
SNz, AHlD D IEBEH LT 2RI 3 % — RS
FIET22H5WVIZRET 22 EHEEICHRGT LI L, F7,
ARA DG L ) ARMHHERATFED S N A I3 E 2 &t
AN ENT 22 @Y R REXIT) 2L, 72720, a7 N
a3 F—YHEAN L OHIC L ) RILEHEIRATTED S 726
7 Fopizdkb5d 52 L, [2.6. 8.4, 8.5, 9.1.2, 10.2,
15.1.2 M)
11.1.6 HERUHRRE (FEA)

M. Bk, CKEH., M ERORBIF ey x4
& T 2 MBMBGRIFED D S b b L2d b,
11.1.7 FEEMER 2 CHEEAH])

SEBG WMk, IRULIR B, O R GRS S0 Sl
£12iE, %@# W ERXAE, MERCT. Mg~ —H — %ok
Fihti L B LN gEIE. &5 2k L, BT R
$»%z§®%5%®@@&%ﬁ%
11.1.8 BiEBE OB HEARY)

R
B 5
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(ERAN

T92¢&

T
s

sk
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FLHE DY
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s -
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1.2 ZDOEER
(EFTVEIY)

5% 1 0.1~5%Ail 0. 19%A i A

M i, i ER A

iR A

B |1V 7 NI Rt ]
SN
LI/ NN R TP ER N
BRI

B S, W, €O IE

ML Bl - W, WA
P MR, B
LN R AT TN
i, EHAR

iR AST. ALT. AlI-P.

y-GTP® I}

ERU R HEVB, HADLOE,
HUH, IRA. B R
& B, LU

Z Dt B, 52 BT, RER

oo R R I |V B

TR | o6 E 1
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LDH K& O'CK
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D LS BEALY
VD7 N )Y (1
R S ORI OB

. Bh SEDEAL

TED) A 2 e (3 A 1mIALEE) 129
1:2) (8.2 ZH]

1E3) SHE DERIR AR BT RO FITOFEBFIED EAH D f‘oﬂhto
) FIE, AREINCHE S THHbN D EWDH D BIHRTEHED I

THZ &,

EoCY (W e ziﬁ}ﬂzﬁ;ﬁ@TﬁElﬁt%%ﬁLﬁ@&k%%ﬁo_to
(XA RKRILZ D)
BHEA

MAEEFS R, AHORIR, BERE. O, MR IR, AL b
AE, B BB BUSR

LR A, FERIEA MMGEA . EInERE I, dFEEEk N

SEBUE 5. FII

Tl JFBERESLE

Bl BUNES., 2VL7F=V R

R |CKES. 7 h—Y A, fLB LS. s U7 24 ES. bR
[l

Z A EHBRET, BEE, HE, IRX. SRR, oFv - 55
OE, WEIE, P, B B BiE R €43
T/Blziln*k’}‘it&

B AT ¥ K=Y ZDIWHERTHH L bbAHDOTEET HT Lo
O RMMNC L ) €5 3 VB WARRY S S5bIB LN D5,
13. BERS

13.1 ER

T Y F=V AR DD B, [11.1.2 K]
13.2 A&

7Y F—=3 ZOHE GREEARFET b Y 7 AFES) . S (SRR
JR) MBS O W) 2 LB 2479 o

14. BREDZE

14.1 EHRAMEOEE

AR EFIVAFIV T 2 A FFV IVEFILEEE O—fbid#ETr 5

Tl —uUAb L TEIREIBE LM T IS TR LS. KAl
B2 EhH b
14.2 EHZMHEOZE
PTPUEOFEANIPTPY — b A SHY L THIH$ % & 9 $5:iE
§5Z L, PTPY — MO L D B S ER D £ R B~
AL, Bidmflad B2 U CHER &5 0 15 % & 0HE % B
BTHIEND D,

15. ZODEE

15.1 EREARER ICE D 158

15.1.1 L CHENE L 72 BEbRIR B 2 i R & L 7292220
DORBBL R — MFFE) IZBWT, ¥4 7 5V > OB O%E
A A ZREH AN A AR SN0 7278 BN D%
) A7 BEIMO W RENE % /RS 2 BEEIITE S Bl S Twa 7,
[8.6. 15.2.1 ]

(104¢ 1




15.1.2 4 ¥ A ) ¥ IR IORE R TR oS5 wie 7 v o 7 v v
VEWBERMERN ARG T A LX), RIILEEEZ ) Y
WEDHIELD B [11.1.5 8]

15.2 FEERAREABR (ICE D C 1Bk

15.2.1 v "R~ AL 7)) &V 2 %24 % H MR %
H.L7z#Bcid, 7 v MED3.6mg/kg/H LA OB 5 DEIE 57
NABHNTz, [8.6. 15.1.1 ]

15.2.2 FKIEME KB B e (familial adenomatous polyposis : FAP)
DEFNVEWTH HMinY T AZEF Z Y 7 v OEE(ha s
Ny R YZ) y ) e RO Lz 2 A, RilEEE
DBFOKE L EWREE2EDOHEDNDHBY Y,

16. YIRS
16.1 IMrREE
16.1.1 BEERS

BB T (82BN 123 L. ¥F 7Y F v/ kv ViR
ik L T30mg/500mghit &t & ¥ 4 271 V' v 3 30mgl §t
LA MRV 25 0mE28E R 7 U A — N =X D 1H]
FH AT CROBELGLEZBEOE 7)) v BB LA b
AN I VRZALERO MEETRIEHER KK O L B) TH Y, &
Wy R S PEAS D BTz,

(ng/mL)
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v o—e Kilfxh
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72, 30mg/500mglie &t D ¥+ 7 ¥V v REALE, G
B M-T~N) LA FRIV I VKRB Y B RE-19 /8 5
A= RFREDEBY TH o721

Cmax Tmax AUCo-72 Tz

(ng/mL) (h) (ng - h/mL) (h)
REALAR [1,073.1+407.59| 2.5+1.03| 11,242.1+3,679.00 |10.4+13.66
M-1I 29.5%14.56 | 7.6%2.51 380.6+248.75 [25.2+18.42
M-I 180.4+58.37 [17.2+6.72| 8,112.7+2,454.85 |32.7=13.96
M-IV 427.8+132.61|15.5£6.69| 19,159.5+5,244.59 |31.2+13.40

Cmax Tmax AUCo-18 Tz

(ng/mL) (h) (ng - h/mL) (h)
ABRFNVI P |1,426.0+387.41| 2.8+0.95] 8,641.7+1,698.97 | 4.4=1.40
CPIfit = B 72)

7B, Wistar fatty7 v b CHAZMBEE FEHICBWT, M-
I~ NVOWFEPEIERZEE L D 55005 72,0

16.2 BRYY

16.2.1 ZFE A O AT 22 286 123t L, ¥ ) 7 /2
bRV I VR & L T15mg/850mgtt $iE & 22 I A% v M
BHRICEE LR, BRI EBREGRFICBVTRA PRV vk
ZALAR OCmax A HI28% I T L7245, X bk v 3 ¥ RE(LKRD
AUCE A7) 7 v REBKRDAUCK FCmaxl Zid A S
Tadpo 72,

16.2.2 fEHES AT F (8B ICZ2 IR L IF BERICE A7) s v &
L C1lI30mg% Hi I8 G L7z, B 5128w TREMN
RO TmaxDIERAA S N7z AN RE 1!311@1%%& A

WCRERZET R BAICES JFEAERNVWEE
Z bz,

16.2.3 HEREEAKEES GF) ICEAE 7)) &V 2 30mgd 7 T ¥ Bk
IEEAEIERIMSE R 7 0 A F — N—ECTHRR S Lz, ©F
TN REACEOERNEEICKRE 22135 7 VBR

MBI SN o 7212,

16.3 97
MCl¥F 70 7V Ui ¢ Folilil. 4% M7 VT
IVEBWISHEIML L EOHAMKAEFIL, TN B8 T
Ho72,

16.4 X3

16.4.1 €+ 2771 & v v O
2C8, 2C9, 2C19. 2D6. 3A4DHEH D5 FHAHE L TWwa
T, XU F U Ide b N2 — AP0 TR I
0V — 2 OAHEHE RIS LT, F 2 1 — AP450 1AL, 1A2.
2A6, 2B6. 2C8. 2C9. 2C19. 2D6. 2El. 3A4iCiT & A L HH
Y2 %o 72" Un vitro)o [10. 2]

16.4.2 A ANV I Vide MERTIRAH ST, £/ Fh2
T — 4P450 1A2, 2C8. 2C9. 2C19. 2D6. 2E1. 3A4iC# & %
H. 205729 (n vitro) o

16.5 Bttt

16.5.1 fEHE A 1 (1460) IS IEREIc e 4 7)) & v v & L <l
30mg % HIEREH G- LA, JRAPICIEE L LOM-NV ~ VIZSHE:
S, PR8I F T O REUR I HEIERIIRZ0% TH - 7217,

16.5.2 A bRV I Vi MENTIHCH ST REMKO T F
R RS e,

16.6 HENDEREH T 28E

16.6.1 BikpeEERE
BHEREIE W E (2 LT F =2 ) 75 Y A 0 >90mL/min). I
(P VT7F=v 2 YT 5 YA 61~90mL/min) K O HEEE (2 L
TF=T YT 5 YA 31~60mL/min) O EHEAERL I X b
FV I VIEEERSS0me™ & 22 HE I IC BRI G L2 & & D 2
PRV D OFEYTE ST A —FIZUTOEBY THo72" (U
EANT—%), [7.2, 9.2 2]

213 M7 m—2AP450 1AL, 1A2,

13)
o

Cmax AUCo- Tz CLr
(ug/mL) | (ug - h/mL) (h) (mL/min)
ERRE IR (31) 1.64+0.50(11.22+3.19 |11.2+5.2 |394.7+83.8
R (56)  |1.86+0.52|13.22+2.00 |17.3+21.2|383.6+122.3
TR RERRR AR (41) |4.12+1.83(58.30+36.58(16.2+7.6 |108.3+57.2
CLe: B2 V75> A CPIg 1l + Bk R )

EARFORKABEIE, €7V 5T/ X MRV UHRBIEE LT
30mg/500mgTd %,

17. ESPREGIE

17.1 B3R URLMICET 2558

1711 BEEL EEEEICMA T bRILI VIERE4FERS
D2BIFE R 7
A ARV I UHEEEE (1E250mg. 1 H2~30E) TRYHA 4725
MR BF 2042, 1HIE Y A 2 Y ¥V v & L Tl5mgl2#
. 2D %30mgleE M bt H x5 Lz ¥4 7)) & v o Bl oF
JAREE . 7T 2 ROHARETHbAL (JDSAH) % L) L 724534,
Y ) & SRR B BE T0.67 = 0.80% (8351 > SE 3 fili = 14
el 2) O T D, 75 & RN TI20.25+0.92% (8661 DT
W = BT ) O _LAAED Sz,
Eiﬁuyfy%@mwﬁﬁﬁuEiﬁu&Vy%@mﬁﬁﬁ
D15.7% (13/83F) 12380 S AL, L7 b OIX IR - ARk 77 IE,
BNPLS., LEBEEHTH o720 A bRV I U HMBIEORBER
Y7 & R BEL2.0% (10/8361) . 77 & K H B
9.3% (8/86f) 1278 &7z,

17.1.2 BEEL BEBEECMATEF ) 2V IERIESER
h D2EUNEFR IR
¥t 7)) % 2 (156mg X ix30mg) TRIFEA T 50 72 2RUbE R s 18
ERBIC, A PRV UHBBEAIGEB S LR, 2 MR
V3 VR ERE250mg % 1 H 2[F §f F # 5- L 72 B ©HbAlc (JDSH#H)
1320.45 = 0.63% (20451 O SF-H fifi + FEHEAR ) O T 25, 500mg %
LTH 1RG5 L 72 B0 HbAle (JDSHH) 120.43 +0.52% (2074510
SPIME + BEHERE) O T BEATE® H AL, 1E500mgl H 1l$5 01
[1250mg1 H 21a13% 5- 125§ 2 il & iz

A bRV X iR 2500mgl H 1 THf i35 L 72 BED6.7%
(14/20860) \CFIVEH 2538 S, E4RER I TR, FET
%07_‘0



18. ZFEhEkig

18.1 {fEFF

(EF T a2 888

18.1.1 ¥4 7)) &V UIRMIRIEA Y A VZHROA Y A UH
BELBACER L CTA v 2 Y IPIEEBR L. FFiC B0 28
FEZEIH L. KRR B 2 BRI % 5o Ik 2 1 S &
%0 TOEMIE. A YA VIO ERTH MM A > &
U UIEHRER A EEILT A 2 LI X B LS NS,

18.1.2 KAEMIKICH T B 1> XU EHER
Wistar fattys v b DO#BIKE I AHIZBNT, 4 ¥ 2 ¥ OFEH
(7 a—=7 Y G OWRETCHETER) & B8 L7z (ex vivo)s Z
7=, Wistar fatty 7 v b oS30 E PR ERLAR H1 2R o BOEERR A #
flZB VT, A YR Y OFEH (7 3 — AFAL S KRB A B
JCHEME) 28858 L 721 (ex vivo)o

18.1.3 FFICH T 1> X ERER
Wistar fatty7 v MZBWT, FFIZBIT 57V aFF—EoiFk
ZIHEL, VI —RA-6-FAT 7 & —EOEMNEET S8, b
FEEZ I L 722 (n vivo) o

18.1.4 1 > ) > ZRA(ERHE®
Wistar fatty7 v PO BBHICB VT, KT LA YR~
ZHEBRBOTA VA VZEREEOY YL EEFEAL, R
AT 7FINA Y b= -3-FF — OGN E U S0
(in vivo)o

18.1.5 TNF-aEAEMHI{ER
Wistar fatty v 220 5 N5 F ¥ TNF-a ke A2 T 2 $0H)
L. Sh&WAT L% 89 L 722 (n vivo).

(X BRIV I D IEERE)

18.1.6 WML D 4 » A ¥ 53 % A3 5 T & %  MUKERE T VEH
ZRTo LN OL O MR T EMOEEREME LTRBS
nTnz®,

« FFC O BEH A 3]
- KA T O REF AR AE
A S O 7V 2 — AW

(EF T a2 888

18.2 HEAHSNEEA
A YA VP AT % R 2RUNE R E 7OV ) (KKAY =
? A, Wistar fattyF v MIZBWT, EILHE LA >~ A1) i
EXT L 720 —H 4 ¥ R Y RZOIEBEIRIEE 7 )V ) (A
FLUT MY UBERIET v b)) OFEIEE,. £ v b (Sprague-
DawleyJ v ) @ IEH MR AIVEH 2R & 2 dp o 72192

18.3 MHERERE1EA
A2 YIPUEE A L, IHERESE % % 9 Wistar fatty 7 v b
B UZucker fattyF v MZEF 7Y ¥ U &210~12HF# G- L.
20RFMIFERIC N I — A ARG LA, FVa—R
BGHOMEE TV a2 — 2 LADOWH KA > 20 ¥ @R 5w
IR AFRD H 7192

18.4 1 > R U ERM%EER

18.4.1 4 v 2 ) Y IkPutk %24 L. B AUHE )R % C & % Wistar
fatty 7 v b J OB © & % Zucker fatty7 v MCEF 7)) 7Y
Y ERI4H S L. 200 f v 2 v e Lz e 2
By A YA YERGHO MK T ORI S 72192,

18.4.2 JEGEUHE IR IR CTH AKKAYY 7 A DRI D 771) a—7 ~
T 53 K OV =2 J0JE BRI WG AR O BB B W 73~ 4 >~ A )~ Hilik
B DFEHL D 3AHA % B & 2722,

18.4.3 AEGGELKE IR C d % Wistar fatty T v b DO FF & oMl pg A4
I L. KRGS BT 20 RH 2 o 722,

(X BRIV I D IEEE)

18.5 MHEETIER
A MR VHEBEESEEY (v AB, Ty M g4
FOENIZBW TR TEA 2R3 2 O MR TR IE
Z )= (vHE®) yursuxyy, rarvsaFiFk s
(Z v MO X DIl s h, KFEIRZMT VA TA (T FFD)
W& hHmES e,

19. BRI ICEEY IBILFEMFR

(EF TV a2V ERIE)

—fk : €F 7 ¥ R (Pioglitazone Hydrochloride)

b4 (BRS)-5- {4-[2- (5-Ethylpyridin-2-yl) ethoxy]benzyll
thiazolidine-2,4-dione monohydrochloride

213 0 CroH20N20sS - HCI

¥ 392.90

MR BRSO K TH B N N-V XA F Ik
AT IPFXIERAY 7 = VIZRRBETFRTL, 25 /=
(99.5)1T¥ITIT & & AKITIFE A LT 2o 0. 1mol/Li
FEEINTET B0 N,N-Y X F VRV AT I R (1-20)

Bt Z R S v,
M

5}
i S

H;C =

3 |N /BO - HCl
X o N
e O FAR FNEAR

(X bRV Y CIERRE)

—fk 0 A MRV I U (Metformin Hydrochloride)

1b#44 : 1,1-Dimethylbiguanide monohydrochloride

55 F3C 1 CaHuNs - HCL

¥t 165.62

R Ao MO KR TH B, KIZETRT L,
FERE (100) 12 R R IC < < =4 7 =) (99.5) 12T
2

R

NH NH

N e

H \
CHs

HN

22. G
(* 27 MNEEAEELD)

1008 (108 (PTP) x 10, WZ#HHIAD ]
(X279 MNEEAEEHD)

1008 (108 (PTP) x 10, WZ#HHIAD ]
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