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I. &WICEYTSER

1. BR5ERA
(1) M4

vA 7Y &Y U8 15mg THET )
A7 Y XY 8 30mg THET
B4 Y %Y 0D 4 15mg [APE T
B4 27U % 0D 4 30mg [HIET)

(2) *4

Pioglitazone Tablets
Pioglitazone OD Tablets

(3) AMDOHEE
—fx4 LY
2. —j&4

(1) ;A (WAE)

A7) &2y R (JAN)

(2) #4 (&%)

Pioglitazone Hydrochloride (JAN)
pioglitazone (INN)

(3) RT.L (stem)

3.

4.

5.

6.

FTI VDDA RAINA T LY — DN TRV LAy (PPARy ) RS

BEXX(TRERX
b
H4C =" N
| HCI
T
RUiR@REE

PFRRUHFE
57 F2 : C19H20N203S - HCI1
sy fH : 392.90
e¥a (g% XIEXRHE
(56R9)-5-{14-[2-(5-Ethylpyridin-2-yl)ethoxylbenzylithiazolidine-2,4-dione
monohydrochloride (IUPAC)
ER4A. 4. BS, L5E&S

Briz7e L

- glitazone



. HHEP BT SHER

1. MELEMEE
(1) %M - K
A DRE i XUTAERIED K TH 5.
(2) BFE
NNV AFNHRENVLT I RAIA L ) = IZRORET T, =& /7 —b (99.5) IZHETFIZ< <, K
WZIZE A EBT 20,
0.1mol/L ¥FEFRIRIZ IR T 5,
(3) WiEtE
ZUERR L
(4) BR (RR). R, BER
MU ERR L
(5) BRIGEBEMTEH
Pl v/
(6) REREY
MUERR L
(7) 2O XL RIEE
NNTAFNLFRNVLT I FiEE (1-20) (IhEEHEZ RS20,

2. AMESORMERTISH T BRER
AR L

3. AT OREREERE,. EEE
(1) HeBaBrik
1) SO AR W N P )
A ORI D& | WA MV ERIE L, RO AT ML ERBOSHANT F VX
FEA TN F Y BRI OWTRBRICEBIEL TR ONTEAXRT b ZHRT 5 L& ED
AT MVIEIR— RO & T AIZFRIBROTEE DOWIN %78 5.,
2) TRINRIL AT S AVRIE R
BALA U 7 AEEANEIZ L VR ATV, REDANLT MV ERFOBRBAST ST T X
VIRTBERERESL DAY NV RIS D L& WE DAY hVIEER D & 2 AIZFEERORE D
WU 588D % o
3) EMEIG
KA RERICIA D LTz % ., A2 N2 i, |t Etes (2) 2245,
(2) EEE
Wik a~ 777 40—
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V. RAICEIYSIEE

1. Fim
(1) FBORH
BE . e

OD #& : F&fE (1 e AskdE)

(2) HHOHERUER

Wiz 4 B4 7Y 5V i 1smg TAET) | €420 %Y bk 30mg [HEL)
b<ilpiz HIFRAY DOFEEE
5 H O~ 8 H
] @ =
\EEY
@ @
Y
A  — ==
B (mm) 7.0 7.0
EX (mm) 2.4 2.5
& (mg) 120 120
7132 7133
AKka— K
15 30
Ao — R @132 @133
Wiz 4 B4 7Y %Y 0D g 15mgl HE T[4 2 U # ¥ OD b 30mgl [ T
p<ilpiZ B OFEEE (DFENAREESE)
{45 At~ A
() N
Sl 2/ \12¢/
¥4YiE E=ENT i//‘lj.:'!\\i i/(SI)\J
Z =
Nt Nt
] — —
B (mm) 7.0 7.0
EX (mm) 2.6 2.7
& (mg) 120 120
7123 7124
Afka—F
15 30
AfEa— R @123 124




(3) #EAla—F
(Mv. 1. (2) HWAIOHIE K OWPER ] DIESHR)
(4) WA OYME

(MV. 6. BAIOBKFESLIE TSRS HLEM] DHEBR)
(5) Tt
BRI

2. HEIDOHER
(1) A% GEERS) OSERUVHNE
W 7e 4 vA 7Y &2 8 15mg THIET ) EA 7Y XY 8 30mg THET
1 FEH 1 8gh
BN ST v & MR 16.53mg VA7 &Y R 33.06mg
(e427Y %t LT 15mg) (427Y &Yt LT 30mg)
o LK. B R ot lbimg—RA HAAR—ABNLLTA, A
VAV VA /e SAVEN
e A7) 20D §E 15mgl AET | YA 2 # > 0D §E 30mg! A E T
1 8E 1 g
R v A7 Z Y e 16.53mg v A7 & e 33.06mg
(4270 %L LT 15mg) (4270 %> & LT 30mg)
— D~r=b— AN AO—RF RJDUA ERa®r o iltlo—2X,
JBRARE Ry, A7 Ta—A AV =)L, ATTUUVER~T X T A

(2) EREZTORE
M E R L

(3) B#E
B R L

3. BNERROHEBRRUVEE
FPAROSA

.
AL

. BATHAREMD B S KMEY
B R L



6. REDEEEHRTICETEIREKRY

(1) TR

ARG A - 2015/6/16

OvFH 7Y &Y 8E 15mgl HET

R 40C - 75%RH [Hi&alitpre (PTP alik) |

ARERTE H 7k PRI
<HiHE > BT B 4G IRE 14 A 3% H 6 » H
PR
<HEBE~HEAAOD BP0801 STk STk A A
E S YNUNOE S 7
RO E ) | DPosol | EA B B al
HNIE—ME (%)
(G & —MERER) BP0801 1.1 — — 1.1
<15.0%LL T >
WHYE (%)
<45 5. 0% 1> BP0801 | 98.2~100.2 | 98.7~101.8 | 99.3~102.7 | 97.6~100.7
' (%)
©95.0~105.0% > BP0801 100.4 98.6 98.6 98.7
X RTREICKTLIEEE (%)
B EHHIN - 2009/6/24~2010/1/15
OVF 7 U &Y 8 30mgl HIE T MERER  40°C - T5%RH [Ff&aEERE (PTP &%) ]
RERTE H 7k PRI
<HiHE > T BH 4G IRE 14 A 3»H 6 » H
PEIR n=3 PIO30T-1
<HE~mEABD PIO30T-2 WA A pERey pERey
EHA Y DHEHE> PIO30T-3
e BR  n=3 PIO30T-1
(SRS TR S FE I E VA PIO30T-2 STk STk A A
EMER ) PIO30T-3
A~ (%) n=3 PIO30T-1| 1.44~2.16 1.44~3.12
(& &¥)—MERBR) PIO30T-2| 2.88~4.56 — — 1.92~3.36
<15.0%LL T > PIO30T-3| 2.16~3.74 1.68~3.60
e (o 3 PIO30T-1| 96.8~102.4 | 98.1~100.7 | 96.7~100.6 | 97.5~101.3
{f:u?i\ (/g)o% unﬁf PIO30T-2| 95.9~102.7 | 96.4~102.3 | 95.9~101.0 | 97.4~101.8
N PIO30T-3| 96.8~102.2 | 97.5~101.2 | 96.7~100.6 | 97.5~101.6
SBF (%) n=3 PIO30T-1| 99.6~100.4 | 98.9~100.4 | 99.8~100.4 | 99.4~99.8
© 95.0~105.0% > PIO30T-2| 99.7~100.5 | 98.6~100.9 | 100.1~101.0 | 98.7~99.2
PIO30T-3| 99.0~100.0 | 100.1~101.7 | 100.4~100.7 | 99.6~99.9

M RRRICHT D AHE (%)




(2) RHIRAFHER

OEA 7Y ZY U 4E30mgl HIET.] EHMRfFRER 25C - 60%RH [Hi& i (PTP /%) ]
ABRIEH oy k LRAFHIM
<> BT EEpESs 12 » A 36 % H
PER
< e~ B0 gﬁ}gg} RS i Ry
HIRRA D DFESE >
TR R DN1301 o A N A
(S ATRIOLEREY) | DN1801 o A A
YR — %
%ﬁg ji 5(\‘)) DN1301 1.8 1.1
(5 k) AR DN1801 1.8 1.4
<15.0%LLF >
EHRER (%) DN1301 99.2~102.2 99.9~102.8 100.4~103.9
<45 %y, 80%Lh > DN1801 97.9~100.9 101.1~102.6 100.1~101.2
a8 (%) * DN1301 100.2 100.0 100.7
<95.0~105.0%> DN1801 100.7 99.7 100.7

%

FRBIIHT 286K (%)

FRERESEHIR : 2008/12/27~2012/1/7
OvA 7Y & 0D 15mgl A ET

RGP AER 25°C [ adepig (PTP wis) ]

PRERTEH =N PRATHAR
< HiIK > FHe BH A 12 % A 24 5 H 36 4 H
PR n=3 PHD151
<HB~FHEABD PHD152 A A T A T A
HE A DFEFEFL > PHD153
B PHD151
ek n=3 . . . .
e PHD152 1A 1A A A
,Ugb '] N2 Y l'_._"
(ERA TR S BE I TR) PHD153
- PHD151
5l EEEA =3%2 . . . .
PLEER g’g? n=3" | bHD1s2 | @A W o o
* PHD153
R —ME (%) n=3 PHD151 2.3~34 2.7~4.9 2.4~2.7 3.4~5.9
(& EY—MEBR) PHD152 2.7~3.7 3.3~3.8 2.5~3.2 3.2~4.4
<15.0%LL F > PHD153 2.8~3.6 1.8~3.5 1.8~3.3 3.1~4.7
o PHD151 20~30 14~31 14~28 20~35
/ 9N =
HH%%O(;/‘&TZ 18 PHD152 21~30 929~30 16~33 94~34
7 PHD153 19~28 29~38 11~41 20~32
; PHD151 | 96.6~100.3 95.2~100.2 83.1~90.5 83.6~87.8
R J 0, =
f))gj,r% (8/82)/ uixli PHD152 | 94.3~100.5 98.3~101.5 87.1~93.2 85.1~93.8
T ° PHD153 96.1~99.6 94.6~100.5 85.2~89.6 86.3~91.6
S8 (%) %5 n=3 PHD151 | 99.9~100.4 100.5~101.8 | 100.2~101.1 | 100.8~101.0
< 05.0~105.0% > PHD152 | 99.8~100.7 100.7~101.1 98.2~100.7 99.2~99.3
) e PHD153 99.8~99.9 99.0~99.6 98.1~99.2 99.2~99.3

X1
X2
X3
X4
X5

12 » HE£ T :n=1

12 # HET: 15 4%,
FREIZHTIEEER (%)

12 5 HET: A~ EHAGDOREE

il = DFEZWE 0.2%., FHigxWE A 0.5%LL T
80%LL I




BRI : 2008/12/27~2012/1/12
OvA 7Y & 0D # 30mg! HET

FEHIRAFRE  25°C - 60%RH [Fefiads

A ERIE B =RV PRATHAR
<> T B 4G 12 » A 24 # A 36 4 H
PRI n=3 PHD301
<HB~HEABD PHD302 A A T A pEey
HE A DFEFEFL > PHD303
s PHD301
ek n=3 . . . .
NN PHD302 A A WA WA
,u‘;b I] ANVAIE=2 I'_L"
(SEAN PR S B T 7 12) PHD303
_ % | PHD301
Gl EEZA =3*%2 . . . .
PLEER g’gg n=3" | pHpso2 | @A W o o
: PHD303
MR —ME (%) n=3 PHD301 1.1~1.5 0.9~1.3 2.1~2.8 2.3~4.6
(& B —MEBR) PHD302 1.0~2.8 1.0~1.7 2.9~3.1 2.5~4.6
<15.0%LLF > PHD303 3.1~4.3 2.1~2.9 2.3~2.7 3.4~4.2
N PHD301 18~23 17~25 17~28 15~22
y 4N -
HH%%O(;{QTE 18 PHD302 19~25 17~28 16~29 18~22
i PHD303 19~24 15~37 13~25 19~28
- PHD301 | 94.9~100.3 93.2~97.6 76.5~89.2 75.0~80.0
NS J 0, =
iggj,r% (6/;)0 y uixli PHD302 | 95.7~99.3 93.4~99.0 78.7~87.5 72.9~176.8
S 0 PHD303 | 95.2~100.7 94.4~97.6 73.6~85.4 75.9~80.2
A s PHD301 | 99.0~99.6 99.0~99.3 98.5~100.5 101.1
A= 0 ),(6 —
ii éf)l% 0; >3 PHD302 | 100.0~100.3 | 99.9~100.4 | 99.9~100.5 99.4
) P PHD303 | 99.0~100.5 99.6~100.2 98.7~99.2 99.4

X1
X2
X3
X4
X5
X6

12 » HE£ T :n=1

12 » A £ T : HERERR
12 » HET: 1547,
FRBIZHTIEEE (%)

125 AET: A~ AAOFRE

80%LL L

il = DFEZIE 0.2%., FHgME A 0.5%LL T




(3) #EOUILRIEDLE!

P

RERFEHEWIR : 2011/1/6~2011/4/22

OvA 7Y &Y UbE 1bmgl HIE T Mad: 40°C LEY., [ER]
HAERIRH vk PRAT-HA R
< B> & B i 2 3 1A 2 7 A 34 A
PR n=10 HE~HEA | A~ EA | BA~HEE | Afa~HEA | AA~HEE
<HEAE~HEAGBD | JT140 |[AOEFRAD |AOEHREAD |[GOEFRRAY [AOEFRAY | AOEHREAD
HFRA D DOFEE> DFEEE DFEEE DFEE DFEE DFEE
wHME (%) n=6
<4555, 0% > JT140 | 99.6~100.6 |100.6~102.3|100.6~102.3|100.6~102.0|/101.1~103.3
a8 (%) * n=3
£ 95.0~105.0% > JT140 [101.5~102.7|101.1~101.9| 98.6~99.5 |100.6~101.5| 99.1~99.7
(5%1H)
FE (N) n=10 JT140 87~100 85~102 70~98 91~105 87~96
¥ BTRRICHTIEREER (%)
OEA 7Y ZY 8 15mgl HIEE T #ats 25°C - 75%RH LG, Bk
=B TE H EISVIN PRA7 I
<K > 552 BE A 2 i 1% A 2 4 A 3% A
PR n=10 H~#HEA | AR~ A | A~ A Ae~HEE | Af~EEA
<AHB~HEABO | JT140 |[BOERRA Y [BOERRAD |[BOEIRRAY | BOERRAY |[BOEIRRA YD
B Y NURGE 3792 DFEEE DFEEE ES DFEEE DFELE
wHME (%) n=6
<4545, 0% > JT140 | 99.6~100.6 [100.8~105.1| 99.8~103.1 | 101.3~106.5 |{101.1~103.1
a8 (%) ¥ n=3
£ 95.0~105.0% > JT140 [101.5~102.7/101.4~101.6|{100.4~105.0| 100.1~101.7 |{100.5~101.7
(5%1H)
FE (N) n=10 JT140 | 87~100 38~41 26~30 19~26 18~20

OEF 7Y &Y o 8E 15mgl HIET

CRTRBICHT 2 EAR (%)

Mt =R - BEYBE 120 5 Lix-hr [D65 Y6 (89 1600Lx) . X

TR
BRI H ERA RO R
<K > Eiae BH AR 40 5 Lx-hr 80 5 Lix-hr | 120 5 Lx-hr
MR n=10 Ha~8HEA | Af~HEA | Af~HEA v s
<HB~FEEABOD JT140 | AOEFREAY | AOEFREAD | AOEFREAD %ﬂd“é
A Y D> RE DFEE RES "
BHYE (%) n=6
<454y SOWLLES JT140 | 99.6~100.6 | 101.1~105.0 | 101.1~103.0 | 100.8~103.5
& (%) * n=3
08 0 105.0% = JT140 | 101.5~102.7 | 99.1~99.9 | 99.4~100.6 | 99.4~100.7
(ZE1H)
B (V) me10 JT140 87~100 82~96 83~97 71~96

M RRRICHT D AHE (%)




BRI : 2011/1/7~2011/4/18

OvA 7Y 2V 88 30mgl HET] M|oi 40C [EX., [REBERL]
HERIE H =N PRATHIFH]
<KL > &G BR A 2 38 1%AH 2 %A 3% A
MR n=10 A~ | B~ | A~88EAa | Afe~F S | Afa~%E A
<HAB~EEAGAO | JT160 | AOERAY | AOERRAY | AOEFAY | AOERLAY | AOEFEAY
HFRA D DOFEE> DE DFEE DFETE DFEE DFETE
M (%) n=6
45 %y, 80%LLE > JT160| 99.5~101.0 | 99.5~101.2 | 100.2~101.7| 98.9~100.4 | 98.7~100.0
A=
S (%) * n=3
295.0~105.0%~ |IT160|100.2~101.9| 99.8~100.3 | 99.9~100.3 | 100.4~101.3 | 99.8~101.6
(BE1H)
HE (N) n=10 JT160| 54~76 70~80 70~80 73~85 72~86
X BRBEICHTIHIEEER (%)
OvA 7 U &Y U8 30mgl HIET.] A% 25°C - T5%RH [, BEk]
=RERIE H =RV PRATHFH]
< ik > & BR AL 238 1% A 2 %A 3% A
MR n=10 HEO~HEA | Af~FEa | A ~FEa | Afa~FEa | Bt~ Ea
<HAEA~EEAGAO | JT160 |[AOERLAY [ADOERIAY [AOERIAY [AOEREAY | EOEFAY
EREA D DOFREE > DFEEE DFETE DFETE DFEE DFETE
wHME (%) n=6
4525, S0%LLE > JT160 | 99.5~101.0 | 99.5~101.2 | 97.7~98.5 | 98.2~99.2 | 97.0~99.2
P = A P —
S8 (%) n=3
95,0~ 105.0% > JT160 |100.2~101.9/100.5~101.8/100.2~101.0/100.3~101.1| 99.1~100.1
(BE1H)
HIE (N) n=10 JT160 54~176 36~39 17~19 21~24 19~21

X FRBISHTOEAER (%)

OEF 7Y &Y 8¢ 30mgl HIET

Mt =R - BEYBE 120 5 Lix-hr [D65 Y6 (F9 1600Lx) . X

TR
HERIH 7y b HRIROL R
<Kl > &y e A 40 5 Lx-hr | 80 5 Lx-hr | 120 /5 Lx-hr
MR n=10 HEO~TEE | Afa~HEE | Af~FEE
<Hf~FHEE GO JT160 | ADEFRAY | AOERRAD | AOEFRAYD | ORI EET
A OFFE> DFEEE DFEEE DFEFE
BHYE (%) n=6
<45 5. BOUELL> JT160 | 99.5~101.0 | 98.4~99.9 | 98.4~100.4 | 97.7~100.2
& (%) * n=3
5.0 105.0% - JT160 | 100.2~101.9 | 99.4~100.4 | 100.0~100.6 | 99.7~100.4
(ZE1H)
FE () nel0 JT160 54~176 69~75 68~174 66~176

M RTRRICHT D AHE (%)
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BRI : 2010/11/4~2011/5/6

OvA 7Y &2V 0D 1omgl HE ] A% 60°C [, [UEERT]
R oy b A
<K > * BE A 14 A 2% H 3% A
PEAR
HEOHIRA | AEOERRA | AEOERRA | AEOEFRAA
< ~Hr O)%I/(y v i
=R} ?ﬁ‘ifﬁ% FAY | 910101 0 Fgi D b 0 %4 D b
WiFEERER (HPLC . . . .
W= jﬁx(p ) 910101 e BEiRa e e
M (%) n=6
~30 4y, 80%LLE > 910101 | 98.0~101.0 | 95.6~100.9 | 95.8~99.0 90.6~93.8
RREEM: (FD)
<60 FHLLN > 910101 23~32 23~29 29~31 26~29
“ht (%) "2 n=3 g
= 95.0~105.0% > 910101 100.5 99.6~101.3 | 100.2~100.7 | 99.4~101.0
(ZE&HE)
FE (N) n=10 910101 40.2 47.8 48.1 44.7
%1 fHx OEBEWE - 0.2%LL T, #WHEEWE - 0.5%LLT X2 FHrEIZHTLIEREE (%)
%3 : BHAREE n=1
OvAF 7V & 0D B 16mgl HET ] ek 30C - 75%RH [, B
RERIA B 7y k PRI
<Kk > T A AR 2 38 1% A 2 %A 3 A
PER
DENH | DENH | EH
< PHa~ s oE | 910101 E’é@ gﬁflf]\ El@ﬂgéﬁ)\ E’é@ gﬁf]{f]\ Eé@g%f)\ E’é@ggflf]\
YNUE 5 e i i i i
MEERBR (HPLC) g 0101  sma o o o o
<¥1>
wHME (%) n=6
—50 4%, 80%LLE > 910101 | 98.0~101.0 | 97.8~100.4 | 93.4~95.8 | 88.5~94.0 | 86.4~92.1
RN (7))
<60 FHLLN > 910101 23~32 10~14 6~10 7~9 9~11
P = N P —
o (%) "2 n=3 s N N N N
= 95.0~105.00%> | 910101 100.5 99.0~100.4 | 99.0~99.4 | 99.5~101.1 | 99.9~101.1
5 53 . . . .
( %@g:ﬁf; (N) 910101 40.2 10 LA F 10 LLF 10 LA F 10 LA F
%1 fHx OEBEWE - 0.2%LL . #WHEEWE - 0.5%LLT X2 FHrREIZHTLERE (%)

%3 : BHAAIF n=1

11




OvA 7V &2 0D 15mgl BHE L)
VX —LET v THEI]

SRR 120 77 Lx-hr[D65 J&IE (K9 1000Lx) .

S BRIE H SIS el
<Hifg> & BE fa i 60 57 Lix-hr 120 75 Lx-hr
PR 910101 MEOERRAY F| AEOERRAYF | AGOERA D &
<HE~EEHEAMOEFRAY FEE> e e BE
HiEERER (HPLC) . . .
- 1> 910101 e e Sk
wHM (%) n=6
“50 4%, 80%LLL > 910101 98.0~101.0 96.3~103.3 95.5~98.2
ARl (7))
<60 HLLN > 910101 23~32 22~30 25~29
& (%) ™ n=3 n
= 95.0~105.0% > 910101 100.5 98.8~100.6 100.1~101.5
(Z%1H)
B (N) n=10 910101 40.2 30.1 34.0
1 E & OERME - 0.2%LL T, WHEEWE : 0.6%LLT X2 TR ERIIKTIEEE (%)

%3 : BHARF n=1

SEREHIIN : 2010/11/4~2011/5/6

OvA 7Y &2 0D 30megl HET ] M|a%E 60°C [, K[UEART]
BRIE H WESVIRN PRAFHAE
<> & BH A 14 A 2% H 3% A
ll\ét‘ ‘ ¢ y ¢ 4
it sy | osoror | FTEPHEA | BEOHEIA | AEOBRA | BEOBRA
b Y D #hi D % D Fgi
#iERE (HPL \ . . .
Pl Eﬁx(p 2 020101 W HE W HE
NS ) (y -
J?;gﬁ é;;) J J:G . 020101 | 96.0~97.0 | 90.7~92.7 | 86.6~88.3 | 84.5~88.0
[ /b
iﬁ(% %Jj{%ﬂ/\ig 020101 23~32 93~25 97~29 9799
A-E (o RS R—— ]
ii—, Of)log) Of,;)f 020101 98.8% 99.2~99.7 | 99.3~994 | 98.5~99.7
A
@ﬁ?( (;%;1“13:10 020101 49.6 61.5 62.6 60.2
W1 : H & OXEEME - 0.2%LL . RIEEWE - 0.5%LLF X2 FHrEIZHTLEREE (%)

%3 : BHAAIF n=1
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OvA 7V &Y 0D E30mgl HIEET.) ML 30°C - 75%RH (G, B L]
FRERIE H 7 b PRAEHA
<Kt > &5 BR A 23 14 H 2% A 3% A
PR
AEOER | AROER | AROER | AROERR | AROEIR
< ~H @%I /(7 i iy i iy iy
A& figé A 020101 | 5% g | pgehe | Avdeh: | A0S | AD %6
ﬂ"mﬁﬁiﬁpw 020101 | e e e e e
PR HH 0 =
<{§)ij ég"(; ;E; 020101 | 96.0~97.0 | 95.1~98.4 | 83.8~85.1 | 77.9~81.7 | 74.6~76.6
N 0
Pt | )y
Tﬁ% pfp/q)> 020101 | 23~32 20~29 16~32 13~25 16~23
48 (%) 2 n=3 s 100.6~ 98.1~ 98.8~ 98.8~
<95.0~105.0% > 020101 | 988 101.6 99.3 99.5 99.8
(25 E) WLF | 108F | 10MF | 108F
S () n=10 020101 49.6
1l 2 OFEZWE - 0.2%LL T, ¥IEEWE : 0.5%LL T X2 FHrREIZHTLEREE (%)
%3 BHIRKF n=1
Ov A7V %Y 0D #E 30mgl HIET] #alds =SR-30t E 120 7 Lx-hr[D65 S (K 1000Lx) |
VXY —L&ET v THEY]
R H EA FRIE
< B> &7 BH A 60 7 Lx-hr 120 5 Lx-hr
PR 020101 HEOERRAD Z|AROERAY FE | AQOERAY F&
<HE~HEEHEAROERRAY FHEE> B BE e
ﬂ"mﬁﬁiﬁpw 020101 A e e
IR 0 =
<{§’O”uj E ég’% J f> 020101 96.0~97.0 93.3~97.2 93.6~100.2
i’%% Lflj\i)> 020101 23~32 28~32 30~36
4B (o S R—— .
i’i 0(/0)105 03>3 020101 98.8%3 98.9~100.7 100.5~101.6
U~ . 0
ZEH
- ﬁ; (ﬁﬁiqo 020101 49.6 42.1 42.6
1l 2 OIEZWE - 0.2%LA T, IEEWE : 0.5%LL T X2 FHrREIZHTLERE (%)

%3 : BHAAIF n=1
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. RERERVBERERORENSE
LR

. FEORESEL (MBLFEHER)
RZM LR

9. K
(1) EHHR

A7) 2 8E 15mgl HE T RO A7 U 2 88 30mgl AE T 1%, B AIRKE I ERMLE RIS
ED NI A7) 2 EEREEOWHBMICHES LTV Z DRI TV D,

(FRBRIRIC pH2.0 IZFH%E U7miR GRERERK - b Y o AH) 900mL % vy, /S R/WEIZ LD |
50rpm THRERE1T 9, )

H
ESSAl HUE s DRES
BT Y B A R .
(15mg. 30mg) 4573 80%LA |
(2) WHiaH 2

(EFSTU4aYJ i 15mglBEI])

BIASEI L DY FHRI MR A R A VO WIEIZOWT CERR 18411 A 24 B SEEHRA
FEHE 1124004 B)

AR AR
WE - AR WL S Nvik

[AlHRE R OGABRIE « 50rpm (pH1.2, pH3.0. pH6.8. 7K). 100rpm (pH1.2)
CHIE]

pH1.2 (50 rpm) TlE, FEEHERIAIL ORGITE HIT 15 23 LA ) 85% LA FERH LT,

pH3.0 (50rpm) T, FEAERIFIN 360 /21T D AR D 1/2 ORI Z 7R3 IS & O 360
IHTIRBNT, AR OFELJE SR I AR O SRR 12% OFHICH o 72,

pH6.8 (50rpm) ~TiL, FEUERIAIAN 360 /3 351F 5 FEHHED 1/2 ORI HE 2 73 Rea & O 360
SINTIBUNT, AR DAY HH = A VE R DI R £ 9% DFEFRIZ o o 72,

K (50rpm) TiX, FEEHERLFIN 360 4312361T 2 R HERD 1/2 ORI Z R T IRER KON 360 4
BT, AREL ORI AR RS O S SR = 9% OHFIFAIC & > 7=,

pH1.2 (100 rpm) TiE, FEEAERFIL OARSIT & B2 15 47 IRIC YY) 85% L1 B L=,

Ll KO HZEB 2R HERA] (77 b RGE 16) LHE LR, 2ToORMBRIKICEW\T MEFEERK
s DA RIS T A R T A ) OHEREIEE LT,

14



(TR HA )

BHE (%)

pH1.2 (50rpm)

EHE (%)

pH3.0 (50rpm)

100 + 100 |
80 80 — n
60 r 60
40 - 40
o0 L —_—— A SR s E15mg THET ) 20 —_—— A AR 8 5mg THETL
- =77 | 2EF15 - = 75 2AFM5
0 L‘ 1 1 0 L‘ il 1 1 1
0 10 15 0 90 180 270 360
B (1) BFfE ()
BHE (%) pHB6.8 (50rpm) BHHE (%) 7 (50rpm)
100 100 r
80 r 80 r
60 r 60 r
—_— ) 2 s demg THELL —_— )2 8 mg THETLL
40 - - & =75 b 25 40 - & =72k AH15
20 - 20
0[}‘!-*-—4:: AN OL“E'—‘X——‘—————I-____I-__--K
0 a0 180 270 360 0 a0 180 270 360
BFfE (430 BFfE ()
BHE (%) pH1.2 (100rpm)
100 A =\
80 r
60 r
a0 |
0 | —— A F U R UF5mg THET
- = F 7+ A§15
0 L‘ 1 il
0 10 15
B (550
(n=12)
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(EF5 U4 f30mglBEI)
BIER L OAEW IR SN A RTA VEO—H S IEIZOWT CERL 184511 A 24 H SEEHA
FEEE 1124004 =)

ARERGAF

iE - AR mHERBE N RV
[A[HRE R OGABRIE « 50rpm (pH1.2, pH3.0. pH6.8. 7K). 100rpm (pH1.2)

CHlE]

-pH1.2 (50 rpm) Tid, EEHERFIE OARGT E HIZ 15 5 INIC ) 85%LL BRI L7z,

- pH3.0 (50rpm) Tl HEAERLAIAS 360 4312351F 2 R HHD 1/2 ORI A2 73 IR R T 360
SITIRBUNT, AL O AR I IR O s AR+ 12% OFPHIZ 8 - 72,

- pH6.8 (50rpm) TiE, FEHERIAIAS 360 /31Z351F 5 FHERHHED 1/2 ORI &2 773 B R O 360
INTIBUNT, AR DAY HH = JAEE R DI R £ 9% DFEFRIZ o o 72,

- 7K (50rpm) TIE, HEHERFIN 360 35T 2 IR D 1/2 ORI EZ /T RS & O 360 47
(ZFUNT, AR O T-25 3 3R AT HERLA) O SP-A5) 5 3R £ 9% D FEFHIC db > T,

- pH1.2 (100 rpm) Tl HEHERIEIR OUREIL & HIZ 15 0 LANIC ) 85%LL IR LT,

Ll RO HAEB 2 ERA] (77 hR8E 30) LM LR, 2ToORBRIKIZREW\T IMEFgEE
s DA FRI MR T A R T A ) OHERMEIHES LT,

(Vs H )
EHE (%) pH1.2 (50rpm) BHEE (%) pH3.0 (50rpm)
100 } —————— =N 100 |
80 | a-="" 80 |
% 1 60 g mmm==== = ======4
40 40 -
20 L — ) R 8E30mg THET ] 20 —_— ) 8 EE30mg THEDLY
- & =75 2§30 — = =745+ A§30
0 L‘ | 1 1 0 L‘ | 1 | 1
0 5 10 15 0 90 180 270 360
B (430 BEfE (9
BHE (%) pH6.8 (50rpm) BEHE (%) 7K (50rpm)
100 | 100 |
80 | 80 |
60 ) ) 60 P
—e— A S e s30mg THET —_— R ERBRumg THETL
40 - - = =T AF30 40 - -« =77 A0
20 | 20 g » X
~ ~ & — ) - - - e = = o e - - -
0 e 3_ 0 ré L 1 L 1
0 90 180 270 360 0 90 180 270 360
BEfE (430 BERE (430
TEHE (%) pH1.2 (100rpm)
100 | 0 -
80
60
40
o0 L —— A S s fEs0mg THETL
— & =72k RE30
0 L‘ L 1 1
0 10 15
B (590
(n=12)
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(EA5F)%5YJ>0D#E15mglBETL])
BIER L OAEW LIRS T A RTA VEO— M IEIZOWT (PR 184511 A 24 0 SEAHA
FEEE 1124004 =)

ARERGAF
iE - AR EHERBE N RV
[AIHREOR OGABRIE « 50rpm (pH1.2, pH3.0. pH6.8, 7K). 100rpm (pH1.2)
CHE]
-pH1.2 (50 rpm) Tid, EEHERFIR OARGT E HIZ 15 4IRS ) 85%LL BRI L7z,
- pH3.0 (50rpm) Tl HEAERLAIAS 360 4312351F 2 R IHHD 1/2 ORI A2 73 R R O 360
AITIBUNT, A DI AR IR O s AR+ 12% OFPHIZ 8 - 72,
- pH6.8 (50rpm) ~TiE, FEAERIAIAN 360 /312351F 5 FHENRHHED 1/2 O SRR A2 773 1S R O 360
INTIBUNT, AR DAY = A E R DI R £ 9% DOFEPFRIZ S > 72,
- 7K (50rpm) TIE, HEHERFIN 360 I d51T 2 IR D 1/2 OWEEHFEEZ R ReS & O 360 47
(ZFVNT, AR O ST-247 3 HH R AT M 0D ST 247 HH 3R = 9% DI db > T,
- pH1.2 (100 rpm) ~TiE, HEHERLEINR OUREIL & HIZ 15 0 LANIC ) 85%LL IR LT,

LLb RO HZEB 22 ERA] (77 FR8E 16) LM LR, 2ToORBRIKIZREW\ T IMRFgEE
s DRI MR T A R T A ) OHELEIEE LT,

(P HH R
BEHE (%) pH1.2 (50rpm) BHE (%) pH3.0 (50rpm)
100 | 100 |
g0 | 80 | AA__&./_\-—-/_\--—-A—-—-L\.———
60 | 60 |
40 + 40 1,
0 | —— 415 0Ds15mg [ BET 20 —e— 415 0Dg15mg [BET]
— & = T 5k RE5 - =T kRIS
D L‘ 1 il D L‘ il 1 1
0 10 15 0 90 180 270 360
BFfE (53) BFfE (41)
BHE (%) pH6.8 (50rpm) BHE (%) . (50rpm)
100 | 100 |
g | 80 |
60 —e— 7515/ 0Dg15mg THET o0 r —— B 51 20D 15mg [BET)
40 L - =757 2515 40 — & = T4 A5
20 | 20
o AN =A— A ey 0 . . . .
0 90 180 270 360 0 90 180 270 360
BFfE (53) BfE (41)
BHE (%) pH1.2 (100rpm)
100 + _ —m === =0
g |
80 |
40 |
0 L —e— 75 % Y 0DE5mg [BET
— & =T kRS
D L‘ 1 il
0 10 15
BfE (5)
(n=12)
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(EA5)%J> 0D 30mgIBETL])

BIEEIET DY PR EMRBR AT A N7 A VEO—IYUEIZDWT CERL 18411 A 24 H  JEAHEA

T 1124004 B)

AR AR

A - AARR  wHRBRE N Bvik

[AIHREOR OGABRIE « 50rpm (pH1.2, pH3.0. pH6.8, 7K). 100rpm (pH1.2)

CHIE]

- pH1.2 (50 rpm) T, FEHERIFI L OGN E HIZ 15 0 LANIC T 85%LL BiaH Uiz,

- pH3.0 (50rpm) Tl HEAERLAIAS 360 4312351F 2 R HHD 1/2 ORI A2 73 R T 360
SITIUNT, A DRI R A HERA D SRS R+ 12% OHFEPFHIZ 8> > 72,

- pH6.8 (50rpm) TiE, HEHERFIN 360 S31231T 2 VAT D 1/2 OHEEHZ Z /T RER KL O 360
NTIBUNT, AR DAY HH = A VE R DI R £ 9% DOFIFRIZ o > 72,

- 7K (50rpm) TIE, FEAERLAIAY 360 43 I2351) 2 EAEHER D 1/2 ORI A2 73R RO 360 57
(2T, AR O -RA7 R A MBI 0D S 247 5 R = 9% D FEPHIZ b > 7,

- pH1.2 (100 rpm) ~TiE, HEAEREINR OUREIL & HIZ 15 0 LANIC ) 85%LL IR LT,

Ll KO HZEB Z 2R (777 b RGE 30) LHELICRER, £ToORMBRKICEW\T MEFEERK

s DRI MR T A R T A ) OHELEIEE LT,
(FA H )

EHE (%)

pH1.2 (50rpm)

EHE (%)

pH3.0 (50rpm)

100 |
80 |
60 —e— %1% 0DEE30mg TEEL]
40 | = =75 E30
20 |
0 g!&&ﬁlﬁ:ﬁzﬁ A TA N
0 90 180 270 360

B ()

100 | 100
80 80
60 60
40 | 40
20 | —e— 7 51 %" 0DFE30mg THET ] 20 —e— A 1) %" 0DF30mg THET]
- @ =77 2$30 - & =7 2830
0 L‘ I 1 0 1 1 1
0 10 15 0 80 180 270 360
W () e (59)
BHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)

100
80
60

40

—— o 4% 0DEE30mg THET Y
- ¢ = 7% 2530

90 180 270 360
BERE (5)

BHE (%) pH1.2 (100rpm)

100 |
80
60
4

o0 | —e— 51 %/ 2 0D#30mg [BEL]

- =T 2§30
0 : '
0 10 15

B (%)

18
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10. 75 - o

(1) FENDELGER - 2K, MK LCERSR - EKICEYT H1FR

L
(2) 2%

(EFX T UL U 15mg THEI])

100 2 [10 #E X 10 ; PTP : s fEHIA YD ]
(EAJ UL U8 30mg THEL])

100 &£ [10 $EX10 ; PTP : #JEAIA Y ]
(E4%1)4J>O0D§E15mg THEI])
100 &£ [10 $EX10 ; PTP : #JEAIA Y ]
(EX45U%sYJ>O0DEE30mg THETL])
100 2 [10 #E X 10 ; PTP : & fEHIA YD ]

(3) PHREE
LR
(4) BHROME

HRTE4 PTP A3
o . |PTP ARV ke =V F s RV =AEE T VA T =T LA
©A 7V Z YU X - . = % o
te—: 7AI=vh - RYVZF LU T IFR—FT LA
15mg THIET . s
HOERA  BRREA T A b
PTP : RV = LT 4L, TILI=7 LG
A ZY EY Vb |Er— RS F LT L TIHL— b s TAI= A R TF LTI R—
30mg THET k7 4L
WA A Z A b

A7) %2 0D

PTP

RV E =L T g VA, TS =T A

15mg [HET) o — RV ZF LT IR— R AI=ZT LT (LA
A7) % 0D §EPTP  : AU E =7 oV A, TV =T A
30mg [HIET) tu— RV ZF LT IR — T NAI=TLT ()L L

1. BRRHIhIENE
AR L

12. ZDh
RZ YGRS TE e L
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V. ARICEYSEE

1. BBEXIEZHR
2 PRI
L. TROVWTIhHOABRETHLEDRNEGOAT A VR VERESHERE SN IBEICRS,
1.OBREHRE, EFREOH
QEBERE, EBFEICMA TRIKRZAY LT EIZERA
@&BFEEE, EFEEICMAT a-FILa L ¥—ERERZER
@BEEE, ERERXICNMATES7H4 FREFZER
2.BERE. EBREICMI T, VR VEEIEER

2. DEXIHRICEHET HIE

S5.RERIIMRICEHET HER

KANEERNT 25613, A A ) AARPUENHEE SN D BEIRET 22 &, A R Y AAERGED

HZ X% (Body Mass Index=BMI kg/m2) T 24 LLEH D VNEA A YU 53 URRE D 22 I8 IRF
mHA A AMETH5uUmL UL EET D,

3. AERUVHE
(1) BERUVAEOHES
(BERZ. EBHREOADBZERUVEERE. EBRZICNMATRALKRZLILTHIRIEa-T L
aAVA—EHEBRIELCRET 74 FRERZEAT H88)
WH . A A7) 2L LT 15~30mg & 1 H 1 [HEIRTUIFE%IcRORET 5, 7
B PERIL AEER, ERIC K 0 EEEET 528, 4bmg & FRET 5,
(BEREZ, EBFREICMA TS VR UREZFEAT HHE)
WH. RAZIZEAZ Y 2L LT 16mg & 1 B 1 EFEEF UIHEBRICR &S5, B,
PRI, Ffn, ERICE DRI 55, 30mg & E[RET 5,
(2) RZERUVHAEORERE - B
MUERR L

4. AERUVAERICEET IR
7TRZERVEAEICEET SEE

7.4 FENHBAZIEICZ CHMESNTNDOT, ZHICKREGT 5561, REOBIICHEL
H 18 15mg NoEG 2T EBEE LY, [8.1, 11.1.2 &)

7.2 1 B 1[0 30mg 75 45mg |ZHE & L 72 R ICTRIENRBL L 72813 % < AN TWH DT, 45mg
WET2581%, FEORIUCHET S 2 L, [8.1, 11.1.2 /]

73 A 2) U EDOPFARFICRB W T, REAZCHMESN TS Z 6, 1 H 1[E 156mg 7 6%
HaBET 52 &, REIZHEET 256 IXZEE OO AR EORER « ML -+ Ic Bl LN HEE
W79 2 &, 72720, 1HEE L T30mg 242722k, [8.1, 11.1.1, 11.1.2 ]

7.4 ERECIE, 1 H 1[ 15mg oG EZHGT L ZENZEE LY, [9.8 B3]

1

5. ERERALHE

(1) BERT—5/8y 57—
BB L

(2) BEREERR
LR L
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(3) AERGERFEAR
MU ERR L
(4) BEEMEER
1) ENEREERR
17.1.1 EA%E IHEKAR, FIMERR
QRIBERIFHRE X RIC, 1H 1B A7) %Y L LT 15mg, 30mg X 45bmg Z %5 L= &
BRI 2 & AR R ICRB W T, A M LS SRl S e 821 BlodkER (4%
) LLE) 1350.8% (417/821 f5l) T2 910,
EHlz, B GRER (28~48 MLl F#5) T, ZEIERFAE & O HbAle @ FREIIFReE L. {E
ROBWHFNIA BT, ZE LIfbi= s hr— AR G50 Tn5 9 10,
BIVER S BB X 13.2% (128/969 #) T, F/RBIERITEME - To< & (T94]) TH-o7T-,
(BEBRE. EBREOHD 2 HERRA)
17.1.2 ENEIERER
1A 1EEAZ7YZY e LT 30mg & 12 HF#HF G Lo, HbAle (JDS fH) 1% 1.08+1.47%
(63 Bl DK CEEVER 22) O FERFRD BTN D 9,
BIERRBUEE X, 16.9% (13/7761) <, E2EWEAITEE - &< & (9f#)) Tholz,
(BERE, EBREICMETRILARZLD LT7RIZERASO 2 BERRK)
17.1.3 ENEIHEHER
1A 1EEAZ7YZY L LT 30mg & 12 HFH#HE G Lo, HbAle (JDSfH) 1% 1.24+1.33%
(56 Bl OB AZHERE) O FRESFED LN TND D,
BITERRBIEE X, 10.5% (8/76 #i) T, EZRFRIWERILRE - o< & B THh-oT-,
(BEEZ, EBREICMATa-INasS—ERERZERDD 2 BRERE)
17.1.4 ENEIERER
1H1EEAZ Y ZY e LT 30mg % 16 H[H#H 5 LS, HbAle (JDSfH) 1% 0.91+0.89%
(55 Bl OB FEHER 22) O FRENRD SR TN D 1),
FRAR R D B & G TeRIER A 67.2% (43/64 i) (2580 B L, EREIEMIZZE (6 ) TH
>77,
(BERE, EBREICMATET 74 FRERZFEADO 2 BRERRK)
17.1.5 ENEIERER
1H1EEAFZY 2L LT 15mg % 12 #[#, D% 30mg % 16 MG L7#EE. HbAlce
(JDS fE) 1% 0.67£0.80% (83 fil OFIYME HAEHER2) O FREDFRO BTV 5 12,
ERAR R A D FH A2 B RITER 2 16.7% (13/83 #) 12380 v, EREIERIZZE (3 41) . K
PEVEIE, BRI M OVBNP EH (% 240) X Tholz,
(BEEE, EREEICMA TS VR Y VHHAZERPO 2 BERK)
17.1.6 ENEIERER
1H1EEAZY 2L LT 30mg % 16 MF# 5 L7255, HbAle (JDSfH) 1% 1.22+1.11%
(45 B O FHE AR HE(R ) O FRERRD HIL TN D 13,
BRI AL O J % 2 & TRITER 2 66.7% (40/60 f5) 1238 B AL, E2@IVERIZAKMBELE (20 61)
R E & O LDH #5800 (% 11 #) 72 & Th oz,
2) REMHR
U ERR L
(5) BE - WEAHEER
MUERR L
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(6) AEMER
1) EARERE (—REARKRE. FECEABRKRE. EARGELERRAE). RiERST
—RARE. REFRFTREBRAROAR
U ERR L
2) RBRFH L L TEREPEOABRNITEIE L-AE - HROBME
L7
(7) £k
PR

#T—4~

22



VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T aMEF
FTI D UFHEAR
TR BED D DB ORIEE - ZIRFIL, RFOBRMNLELZSZRT DL &,

2. RBER
(1) {ERERL - VEFBFF

EA TV Z T NIA AN URFIRDOA A Y UREETHURRIER LT R U AP A R L

JFIZ 31T DHEEA 2 MH L, RISEMRICBS T 2R A mo LK T 85, ZOEMRIE, 1R

VUBHEO ER TH HHIRNA A Y AAERIEEEE L BT 2 L2k 2 Ll D 19,

(2) ENERMT SRR

18.1.1 KRiHHMBEICHTH1 VR VEREHE
Wistar fatty 7 v FO#%IE 7 AfHIZBNT, A 22U COEH (7 2—57 G R O ik
TER) %5895 (ex vivo), E£7-. Wistar fatty 7 » b o> &I52 ALJE PS5 #LE H >k 00 BB 15 4
JizBWT, A AU Y OER (Z v a2 — AL R ORI E A B OCHENER) Z #5835 19 (ex vivo),

18.1.2 FI=HI1+5 1 2R UVEREA
Wistar fatty 7 v MZEBWT, FFIZB T L7 vaxF—EBoOiEHEZLEL, 7 /va—R-6-RAT7 7
2=V OIEREIKT I, FEAZIHIT 2 19 (in vivo).

18.1.3 4 YR U 2Bk EHEA
Wistar fatty 7 v FOBEEHICBN T, IKF LA VA UEZRIBEOA VA VBB D Y
Vb EEFILL, mAT 7T UNA Y b= -3 F S —BOENEEITTET D 1D (in vivo),

18.1.4 TNF- o EEA NI 1E A
Wistar fatty 7 v MIGRD G5 E#A TNF- o FEATTEZIEI L, 24 & W4T U Cm b 2 8
4% 18 (in vivo),

18.2 WA BBEER

18.2.1 B ERE EEEIEDO AL O 2 ABERFABFICLI A 1 RS 7 Y XL LT 30mg & 12 @8
B 5 UTc “EEMREGBRIC W T, ZIERMEE,. HbAle @ T, 1,5-AG @ EFADFEH HAL TV
% 9,

18.2.2 A FIRIE, EEIRIEIIMZA CTAVKR= LY LT FlEERF O 2 BIFERFEEIC 1 B 1B A
7Y &8 LT 30me & 12 B HEE Lz “EERLEEGERBRICB VT, 22fErFmE,. HbAlce
DT, 1,5-:AG @ L&, A AV O TFEREDHHALTND 7,

18.2.3 AFRIE, EEEICNA TRV R—2 2o 2 AP RFBREIC LA 1 EEAS 7Y Z
V& LT 30mg & 16 WM& G Lz “HEMELEGEERIZ W T, Z2E RS, HbAle & T
WD LTINS 1,

18.2.4 AFRIE, EEEEICMA TA AL 2P o 2 AP RFBREIC1L A 1 EEAS 7Y »
Yol LT 15mg % 12 [, D% 30mg % 16 HEHFHE G Lz —EERIEGBRICB VT, 22
MERFIAE . HbAle @ FRENFRD HAL TS 12,

18.2.5 RFRIE, HIIEIZMA TA v A Y CRF 2R o 2 BERFEEEIC 1 H 147V
X & LT 30mg & 16 G # G- L “HEMRILERBRICI VT, 2R, HbAle O F
FESFRO BTV D 19,

18.2.6 1 A U RPN A AT 2 IR 2 AUBER P E T LVENY (KKAY < &7 A Wistar fatty 7 > )
IZBWT, SFEROEA VA Y VIEEZ BT 2, —H. A VAU U RZO 1 HERET L H)
W (AN R UBERE T v b)) oEifibE, B 7 v b (Sprague-Dawley 7 > k) OIER 1L
BFEZIZVER &2 7R S 7200 19 19),)
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18.3 imMEREREER

A VA AARPIEEA L, MHPERE S % 2 7~ 7 Wistar fatty 7 » b X O Zucker fatty 7 v MZEH 7
V&% 10~12 HIEEE L, 20 FERHER R/ NV a—2 2R OFK G5 L 2 A, Ja—AE
H#OMEE7 V2 —2 EFOMEI RO AU IR W OB RS HiL TS 15 19),
18.4 4 VR ) Uikt EEA
18.4.1 AFWIL, EERIEO L T RFHE, HEHFEICMA TALR= VT LT R EZERB O 2
RUBESRIFHRFIC 1 H 1 RIEA 7Y Z Y 0 L LT 30mg % 12 %G LRI (7L a—
A e 7T 7)) BT, KA L O ORI IAZZERD EHPBFRD BT 5 200 2D,
18.4.2 4 XU URPIMEERF L, IEMTUMERG CH D Wistar fatty 7 v b LK OB TH D Zucker
fatty 7 v MIEA 7 U XY % 14 B G L, 20 iR EZICA VA V2G5 LA A
VA Y G O MBHE T OHRAFED HI TV D 19 19),

18.4.3 EHAUNE IR CTd D> KKAY ~ 7 ADORERRIED 77 ) 22— L iy K OV 52 4L T8 PR AR I O
FERGEI 73 ~D A 2 AV L FEREOFERL Y A A A BN S 2 19,

18.4.4 EHAUHEIRIS CTd D Wistar fatty 7 v N OFF S OBEREAZ4MHI L, KEMAKICH T 280
FHAZED D 19,

(3) fERRERR - Frighsfa

DR L
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VI. EMBEICET HRE

1. mMPREOHTR
(1) AERLAEVWGOLPRE
MU ERR L
(2) BERERTHERESL-ODRE
(EFTUARYJUE15mg TEEI] IEX S U A Y8 30mg THEI))
16.1.1 BEEEAORSE
EFERAB oA 7 ) Z Y v aRnfe s URg, IR 2 bk R OMGEH - T~V (M-11~
V) B EN, 209 b M-I ~IVIEHER#Em TH 5,
fdEER AN B+ 8 Bl Ze B ic A 27 U Z Y L LT 1A 30mg & BRI O #5 L7z, RELIED
YRR NT A= IRDO EBY TH D 22,

Cmax Tmax AUCo-336n T2
(u g/mL) (h) (u g+ h/mL) (h)
RELR 1.4+0.2 1.8+0.4 11.6+£2.2 54+1.7
CPE AR R )
AN, S\Fo Ri Ry
. | N REALAE HsC-H2C- H-
0 O H M-T H3C-H2C- HO-
Rz M-1I H3C-0C- H-
M-IV | HC
HC- H-
HO —
M-V HOOC-HaC- H-
16.1.2 REERES

fEERARF 66]) IC1H1EEAZ Y ZY 2L T30mg %9 Bl (2 B HIXMAE) RERD
Be b UToE, REMK R OTEME LS EEE CREME+M-I~IV) O ffiREE 6~7 H H TIEE
EFREBICEL, EEGICED2ERBEE RN D EEX LD 2,

16.1.3 EYF MR F1EHER

1) EXSF VA28 15mg THETI )

BIREITL DLW FRENERBR T A R T A VEO—WIEIZOWT CERL 18 4E 11 H 24 B KA
R 1124004 5)

v 7Y 2 UbE1bmg [ HE L) M7 7 MAGE1S &, 7 0 AA—"—jEIC L ZhEh 18 (¥
F7 N EY e LT 16mg) fERERAT FICHERERR ARG LTl et 7 ) 2 R 2
EL, Boh-iyEhfe T A —% (AUC, Cmax) (22T 90%{EHE X fiEIC THEEHIENT 21T -
7oAt R, log (0.80) ~log (1.25) O&IPANTH V. MHI DLW FHIRIZEMED TR S iz 29,

PIENRT A—H BENTA—H
AUCo-48 Crmax Tmax tie
(pg-hr/mL)| (ug/mL) (hr) (hr)
vA 7Y &Y 8 15mg THIET ) 8.46+£1.98 |0.767£0.171| 1.92%£0.99 6.29+1.20
7 hAEE 15 7.99+1.63 |0.781%+0.205| 2.19%+0.96 6.27+£1.70

(1$2# 5., Mean+S.D., n=18)
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(peg/mL)

1.01
i% 0.81 —e— A5 1) & ipi5ng [HET)
E --A-- T U R R§E15
*
/5“ 1$E4% 5, Mean*S.D., n=18
I
2
i
=
P
E
e
0 12 24 36 48
B (hr)

MAEFPRENEONT AUC, Cmax F0D/3T A — 2%, #ERF OB (R OLRIREIEL - B ORER
R L > TR D AEIEN D D,

2) EAS YAV 30mg THEI]

BRI ORISR T A BT A LV EO— G IEIZOWT (PR 18411 A 24 B 3EAH
A 1124004 5)

v 7Y &2 bE30mg [ HIE L) MO 7 M AGES0 &, 7 0 AA—_"—jEIC L ZhEh 18 (¥
F7V e LT 30mg) BEFEMRAR FICHERRERAOKE L TR e 4270 & o REZ R
EL, GO B T 2 —% (AUC, Cmax) (22T 90%(5HE X &S CHEFHIRIT 217 -
7ftE R, log (0.80) ~log (1.25) OHIPANTH V., WHIOAEMFHIRIZEMED TR S iz 29,

HENRT A—H SBENT A—H
AUCo-48 Crax Tmax te
(ug-hr/mL)| (ug/mL) (hr) (hr)
vA 7Y &Y 8 30mg THIET 15.09+4.11 1.55+0.37 1.58+0.86 6.151.14
T N AHE 30 14.51£3.05 1.40+0.23 1.69+1.10 6.281+1.32

(1 #£#¢5-, Mean*=S.D., n=18)
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(ug/mL)
2.0+

i5 —o— LA 7Y &Y §E30mg [HET]

--A-- T 7 b ZAEE30

1883% 5, Mean*S.D., n=18

PLET AN SN PN gy =

1.0-
0.5 1
0.0® : : . @
0 12 24 36 48
R (hr)

MAEFPRENEONT AUC, Cmax F0D/3T A — 2%, #ERF OB (R OLRIREIEL - B ORER
R L > TR D AEIEN D D,

(EFx51)4J>0DfE15mg THEI] /IEF 4514 Y > ODfE30mg TBETL])
16.1.1 REHE
AR 66 [C1H1IEEFZYZY 2L T30mg 29 HRE (2 B HITMARE) KERD
Be b UToE, REMK R OTEME LS EEE CREME+M-I~IV) OffiREE 6~7 H H TIEE
EFREBIEL, KERGICI2E/ETRVWEOLEEZHND 22,
16.1.2 £YFHREF1EHER
1) EA51)4Y>0DfE15mg THEI]
IR DA IRV EMERBR T A T A O EIZOWT (CERE 184511 A 24 B IRAH
A 1124004 5)
A7 U XY 0DEE1mg THIEL] RO\T 7 FREE 1S &, 7o A4 —"—JkIZk b ZEnEh 1
b (A7) 2L LT 15mg) ERAS FICHERHEERR D&E OkdH 0, KAL) LCimiE
HRELARRE ZRIE L, OBy EiE T 2 —% (AUC, Cmax) (22 T 90%/=#H X [Hik
\CCHERHENT 21T > 2458, log (0.80) ~log (1.25) O#PHNTH v, Wil DALY FHEISENEN
R STz 29,
K72 UIRMIZE A7) # OD $€ 15mg THIET.] OHK T, 77 kA5 15 1ZAKTIRH)

HWERE T A =5 (KAL)

HE/NT A—H BEINT A —H
AUCOﬂ48 Cmax Tmax tue
(ng * hr/mL) (ng/mL) (hr) (hr)
vA 70 %> 0D §E
7864 1t2996 7861234 29+1.1 6.98*t1.85
15mg THEETL)
77 b AEE 15 765111927 7931238 1.9+1.0 7.01%£2.49

(1 $2# 5., Mean+S.D., n=20)
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(ng/mL)

1,000
800 - L .
—e—EA%71) % J>0DsE15mg [HETL]
Jiil}
% 6003 --A--T 4~ X$E15
% 188485, Mean=S.D., n=20
1k
i
=
E

& (hr)
MAEFEYREHER Ok L)
FEMENRE T A —% (KD D)
HIERNT A—H BEINT A—H
AUCo-48 Crax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
vA 70 & 0D
7819+2023 7991190 1.60.6 6.961+-1.69
15mg [H[ET
77 b AEE 15 8444+1759 869+181 1.60.9 6.12+1.27

(1 $2# 5., Mean+S.D., n=20)

(ng/mL)
1,000 -
800 . .
—e— '+ 412/ 0DiE15mg [AEL]
Im
3 AT g
& 600 3 77~ REE15
z!i 1#2#%5, Mean*S.D., n=20
E-a
£ 400
&
P
&
200
08
0 4 8 12 16 20 24 28 32 36 40 44 48

= (hr)
MAEPIEDREHER kB V)

MR NS AUC, Cmax 5 0/37 A — &3, #ERE ORI OEREIAH + B 55 O 7R
S L > TRRDAREMENRH D,
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2) EFX45UsYJ>20DE30mg THEI]
BRI DA IR ENERBR T A BT A LV EO— GBI T (PR 18411 A 24 B 3EAH
A 1124004 5)
B4 7Y &2 0D§E3Omg TAET] ROT 27 hAFES0 %2, /7 nAd—_—EickyzhZh 1
B (A7 U %YL LT 30mg) MEERAS FICHERHERR N&E OkdH 0, K L™ LCimiE
HRELARRE ZRIE L, OBy EiE (T A —% (AUC, Cmax) (22T 90%/= 48X [Hi%
\CCHERHENT 21T > 2458, log (0.80) ~log (1.25) O#PHNTH v, Wil DALY FEHEISENEN
B STz 29,

KRR UIRIZEA 7Y % 0D $£30mg THET. ] OHKT, 77 b AEE 30 13K TIRA)

FWERE T A =5 (KAL)

HENT A—H BENT A—H
AUCOﬂ48 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
vA 7Y % 0D $E
13394 +4205 1312509 2.7t1.1 6.931+1.25
30mg THET
77 b AEE 30 14021+3813 1236369 2.2+1.5 7.73+£1.82

(182# 5., Mean+S.D., n=14)

(ng/mL)
1,600

1,400

1,200 4 —o— KA '7 1) 7‘/~/OD§E30mg rEElJ

1,000 - --A-- T 7 N Z$E30

18E%% 5, Mean=xS.D., n=14

800

ML SF o R MR B

0 4 8 12 16 20 24 28 32 36 40 44 48

BERE (hr)
MR EHERE (K72 L)
HWEHE T A —& (KH V)
HENT A—H BENRT A—H
AUCo-48 Crnax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
vA 70 & 0D
138603063 1384=*351 1.8*£1.1 6.93+1.49
30mg [H[ET]
77 b AEE 30 146823975 1382+435 22*14 8.68+6.04

(1 #£#¢5-, Mean*=S.D., n=20)
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(ng/mL)
1,800 -
1,600 -
1,400 - —e— L+ 1) &2V 0D$E30mg [HEL]
1,200 --A-- T 7 Z§£30
1,000 -

138#% 5, MeantS.D., n=20

800 +

600 -

il BF o R A B B

400
200

B (hr)

SRR EHERS OkD V)

MR NS AUC, Cmax FFD/NT A —2 (3, HERE ORI O BREEIEL - FFfHE) 55 055k
RS L > TR D AREND D,

(3) shmiE
MER R L

(4) BE - ftREOTE

1) BEORE
TERERR N7 (8 Bll) (L8RS ARBRICE A7 U X L LT 1 (] 30mg % H[RIRE O # 5 L 7=,
BHEGIZBWTREMED Tmax OHEE DA 5 LT USIMIRELIR O Y L3t 87 A — X (Z
REREFRL, BRICEXDZEETIFEA RN EEZOND 2,

2) PO
16.7 EWHEEHEH
16.7.1 RJLR=JLI L7 H
ANVR=V T LT H (FV R Z IR, 72V 2 7P R) ERBO 2 BIBERFERE (96)) (25 L
T, 1H1IEEAZ X2y L LT 30mg & 7 AMMAESE Licki, ©4 27U %Y o OREME KR
WEM LA A R CREMER+M- T ~1V) O HRE IR FRIEO O 2 FIFERPEFE TORMR L
EPILTERY, £lo, ANKR=L T LT HIOMPIREHER K OVE AR S RISKEITIZ D TR
26, [10.2 ]
16.7.2 a-FIILaAL X —EHEH
A7V R—2MF PO 2 BPERFEE (42 F) 23 LT, 1 B 1EEAZ7Y %Y & LT 30mg
EROLL LR, ©4 70 2 v OEH LA AT CREE M-I ~1V) O i 5 R 13 5%
EOHB I A VA= T LT FER O 2 BB RFEE TORRELEBL TS 3, [10.2 2]
16.7.3 EJ 7+ 4 FREH
A RBRNVI URERGFROREMRAE T (14 6]) 1L T, 1R 1EEFZY %Y L LT 30mg
EROKE LR, ©4 270 2 v OEMEEwET REME+M-T~1IV) OmHPRETE 47
U & B B OMEEER N B T TORE LT LTV 20, [10.2 ]
(V. 7. FMAEAEH] OEZH)
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2. EMEERN/NTA—4
(1) A&
BAEN-TE0/N8
(2) UGEREER
AR L
(3) HAEEEH
AR L
(4) VUYFSVR
BAEN-TE/a8
(5) PHEK
AR L
(6) Tt
AR L

3. B&H (REaL—>av) #H
(1) fBRAE

MR L

(2) RSIA—4ETBHER
MR L

4. R

(TVIL 1. (4) &% - OHHSEORE) OHESH)

5. 9

(1) Ii&-kxESFE@EE
Pl v/
(2) miE-RAEEIFEBYE
(TVIl. 6. (5) iEtw) OHESM)
(3) Ait~oBiTiE
(TVIl. 6. (6) #=Fhw) DOESH)
(4) HE~NOBITHE
Pl v/
(5) ZofhoiBB~DRBITHE
MER R L
(6) MBFEAKESE
MUERR L

6. R

(1) BRI R U EHRREE
EEER L

(2) REICBEET 58% (CYPF) OHFE, 52
AANTE L LTI AREIESR CYP2C8 THRE S 4L, B O RN G 5, [16.4 &
]
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16.4 {¢ &
AT 2 ORBHNTIETF 7 o —2 P450 1A1. 1A2. 2C8, 2C9. 2C19. 2D6. 3A4 O

DOSFEREEL TS, £7-, 37V EZ Y ide hF 7 u—Lo PAS0 D FREFEHRI /7 a2 —
LOMRFHEMEIZR LT, F b7 m—2A P450 1A1, 1A2, 2A6, 2B6. 2C8, 2C9, 2C19, 2D6, 2E1,
SA4ITITE A EREBEH 2 720 2929 (fn vitro), [10. SHf]

(3) VEEBENROFERVEZDES

DR L

(4) REVOFEOFERUESL., FELE

10.

1.

(TVIL 1. (2) FRARRBR CHERR Sz | OIESM)

. it
R A7 (14 B]) \CZ2ERc e A2 ) # 0L LTC 1[0l 30mg Z MR A#E L=k, Rz
IFEEE LT M-IV~ VIS HEE & v, 574 48 B & T REER P HEER 135 30% TH 5 30,
S URR—4—(ZB89 B1HH
BRI L
. BREICKSKREE
MR L
BHEDERZHITLBE
MR L
Z Dt
A=) v 2/
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2EE (ROBHIZEIBRELEWNI L)

21 DAREDOBFROOLAROBEAED S 5 53 (BRI IV THE SR MR OB L 5 REME
DEEBEZLNDLEEOHMMAALNTEY, £, BERMICHOARREZHESD 5 VIERIE L
et OHREND D] [11.1.1, 11.1.2 ]

2.2 BIET b— A BERBMSIESUIRTEE, 1 BRSO B [k, 1 v AU A X 2Hen
7R MAEDRIENVLE L2 D, ]

2.3 FELITEREREEDH 5 HBE [9.3.1 B3]

2.4 EELBHEREOD HERE [9.2.1 2]

2.5 HIERYYE, FiTRiE. BEEIMEOH HBE [ A ) VESHZ L 2 MBFEENLEEN DL DT
AFI OB H T S 720, ]

2.6 AFN DI LIRBBUE OBEERE D & 2 B

2.7 1T SUFEER L CW D AR D & 5t [9.56 S ]

3. MEEREMRICEET HFEEENEH
(TV. 2. ZEESUIZNRICEET SR 22452 L.)

4. AERUVAERICEEYT IR LETOER
(TV. 4. HEXOHEICEETSEE 22452 8,)

5. ERGEFNIE L ENER

BEELEAXNIE

8.1 MEERMIEEDINNC L 2 & B X LN HIFENEHFICRIL L, 7D ERHEED D VMTRAES
L2 ENBHLOT, IRHP ORI, SUEEEN, JEROZ(ICER L, BENRAOLNIZGAIC
FELICAAIOR~AZHIEL, 2275 L2 BFELHRET 52 &, [7.1-7.3, 9.1.1, 11.1.1, 11.1.2
2]

8.2 LEXEF LML KNS bbb Z L NH 2D T, EMMICLERBRAEZIT S 7o & +5Ic8l
HL, BERROONEHEIEHREE —RPIET 2002 W EEET S R CEEICKRS T2
&, [11.2 ]

8.3 JEMEICHTHERERS 2 AT 5 72 B ARSAICITE MR ITHEREM A 2 320 L, BE AR 5z
Ba IG5 2 kT 5 EEU R LEEZ1T O 2 &, [11.1.3 2]

8.4 KMbEZE Z 32 LD 2D T, BEITK ULRILHER X O ORI IEIZ DN T2
&, [9.1.2, 11.1.4 ]

8.5 A& BH SN EE CHEIEOIA Y 27 BNHINT 5 AN ER2IIIHETERVDOT, L
TORICEERTHZ &, [15.1, 15.2.1 ]

- MR TARE R O BE TS ARG D Z L, £, BT, BB OB A2 A9 5 BREICIEIAAIO
AIME R a2 F o c R L BT, #E5OR R AEEIHET S 2 L,

=B G-BRARITIENL D B IR OFIRITEMERIED Y A 7 2+ I3 L TrbH&EE5T5Z &,
Fio, BHRICmR, HIR, YRS OIERDRBD DN GEICIE, BEHICZ2 T2 L5 BEIC
(L AR BN
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6.
(1

(2

(4

- BeHHE, EHIPCRMRAEE LS T L, REPRD ONGAICIE, MU RAEERIT b, F
kxﬁﬁ%T%%ﬁﬁbf F oy BIEEITH 2 L,
8.6 59 B AITIL, MbE, IRBEEZ EICHRE L, EHOMEEMHEID, 3 » HMELE L TR
ﬁK+%@FA I, WD DIRIFEEA~DYI W 2 2179 2 &,
8.7 27 MbE NIV, FERFHEREBYE S BT 2680855 Z LMo TE Y | RANZBNT
LWERNH DO THEETDH I L,
8.8 MMHERZEZFZ &N HLDOT, EPMEE, HEHEOELEEICHEFE L TV LBEEICERET D
EXICIFER TS L, [11.1.4 2]
89 o-/NavF—VHEAREAA 1 A 45mg OOFHICEB T 2L EMITHESL L T 7RV ([R5
FFTEAER),
810 o-7 N avF—EHEAl, ANVK=LT LT RIEH R OARF O 3 HZ2JHAKREGT 256 0LE
PEIIRESZ L Cevy, BRIRERBREGE L0 . BHERREER S RAHEAARD LN TN D
8.1 L/ 7 A RRIEHEAK 1 H 45mg OUFHICKIT 2 &4 fiﬁibfwﬁw(@%&%ﬁﬁ
EAETRN),

REDERZHITHBAEICEHT IR
) AHHE - BIEESFOHLIBE

9.1 SHHE - IEEEOHLHE
9.1.1 DAREREDETIOHILHEE, BE. DHE. SNEHIMERFOLEEOHLIESE
PEERMAE B O LV DARERIES T2 BZhRH 5, [8.1, 11.1.1, 11.1.2 ]
91.2 EMBEEECTETIOHSIUTOBRENITIKE
- T EARE AR 2 IR B SRR A2
CREBEARRIRE, HURIREE, AR EFER AFEREO AR TR IRE
- LW TES)
S WEOT Vo — VB R
[8.4, 11.1.4 =]

) BHREEESE

9.2 BieEEERSE

921 ERLGEREEERE
BHLRNWZ L, [2.4 2]

9.22 BHEEERE (EELBRMEEEREZRC)
HHEICERET L2 L,

) ARl ®BE

9.3 FiREEE RS

9.3.1 ERGHMEEEESE

B Lz &, AANTZFEICHIE TR EN D0, THITI2B8ENNH 5, [2.3 BH]
9.3.2 FHEEEEERE (ERGHBEEETREZR)

HHEICERET DL L,

) EFEREE AT 5E
BE I TV
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(5) 4w

9.5 TR

IR XOTIFIRE L CW B ATREMED & 2 TR G LWz &, 7 v MBI R 55 T,
40mg/kg LA EORETIE « BRI T RO EME, HAEROAEGFEROBMEN . 7V X e B & 55k
TlX. 160mg/kg B THEMWI DI UTIRENZNEH 1 6], I8 - BBIRETEROEMEN A STV
%, [2.7 BA]

(6

) =3

9.6 RELIF
RIR EOFIMER O R ARBE OIS ZZE L, L0 SUTP I 2 Rad 2 2 &, 8 ER (7
v b)) THHFABITT D Z ENHRESH TV D 8D,

(7

) IMNRE

9.7 NE%
NS A G L U R R ERBR 1330 L TRy,

(8

) EinE

9.8 BiNE
BIERRBUICEEL, RBE2+0CBB LR EEICREGETHZ L, —RICAEENME T LT
W5, [7.4 2]

7. HHE%ER
10.48EH
AFNTE L LTS CYP2CS TR S, icEB O FRENRENICE ST 5, [16.4
%]
(1) $tREEELFOER
BEEIN TR
(2) tAEZFE L ZTDOEH
10.2 BEREE (BERICEET S L)
A4 5 BERAER « HE & H 1A Ky fElRIN 1
B LR 95 F 3 RMBE 2 R4 2 BN H 5 | ORI, B ™ 1EH o8
ANTR= T LT SR HRA OTARHAENSHEGZBET S X0 ARMEED U 2 7 2388009
v T A KRR MEHEEICERETDZ L, LrBENNH D,

BENALA VA UM S
-7 oy B —YHEA
DPP-4 A5
GLP-1 77 1 7 Hi¥|

A R A

[11.1.4, 16.7.1-16.7.3 &{]
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B AAEIR - FEE 7T

PR - fapRIA

B DR 955 3R B OV D I B B T 1
FH % 88 58 S EI8099 9 5 S & pF
ALTWaHA

i PR 95 FH R o i Bt T 1 &2

FEFL D BRI 2 B AH 2 Of
M 25 A3 BRI S O
M EoEEICEREOHAIEMIZ
HMETLL LIS AADA R

(OB % T VE Y 00 38 58 SIS 1S
£ %,

9382 A Y ARG A 5
B T LIS E BB BT S 2
¥ FABH L.

T/ T UBRACEE AL EA
7 4 77— b RO R MAE

TR A
UNT 7
B GRS FF S o if B R VR &
W59 5 HH
T RLFU v
BT REARNLVE
FOR AR L E 5
V77 BV %0 CYP2C8 |V 77 v BV U T 5 L B|CYP2C8 2##FETH Z L2k,
TS D A F 7Y 2D AUCH 54%IK T | AR ORBPEESIND LB %
THEORENRHHDOT, V77 |bD,
e LT D5 A 1Tk
EHEARE B L, ME
el IR 2 ET 5 &,
. BlEHA
1.8l

ROBWERDB S BN ZENRHLOT, BlEZ 7TV, RENRBO GGk E 2T
1B %70 EREY) R LEZIT O Z &,

(1) BEXGEHER & DRER

1.1 EXGEMEA
11.1.1 DFRE (HERH)

ODARENED HVNIFIET 522 LR L0 T, FiE, 22 RERM, OASMER - #iE (BY)
oo BE DR, MK BRALNEHAICEESETILL, Vv —TRIRAEEEET D
EHURAEEITO Z L, FRHCODARIIEOBZNDO B 5 IEBOBFICRGT HEEA VA &
EOFHT 2BRICIE, DAROBEBEICERT S5 Z &, [2.1, 7.3, 8.1, 9.1.1 ]
11.1.2 BE (8.2%)

FEER M B OB L 5 &5 2 BN AIRENRD S GEITIE, WED DV RS 5 7 L)
RIEZITO 2 &, THHOLEIZ L > THIERNYGEE L2R2WIGEIIE, BEIZS U Tr—7FIR
Al (7e€I RE) ORGEE2ZETHZ L, [2.1, 7.1-7.3, 8.1, 9.1.1 ]
11.1.3 FF#teEREE. J|E (BE R

AST, ALT, AI'PEDOEFE LW EH 245 FERE., BEXHLDONEZ EnH D, (8.3 &)
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11.1.4 {EMmHE (0.1~5%ATif)

L OBEFRIF IR & OBF T, RIMEERDS S bbb Z 0D 5, RIMEHERD R S 5A .
AFHS DI L TV SRR Z BRI LT 2008 5 WITBER T 578 CEBEICER ST
5T &, F. AFOBEGIC L VRMAEERSZBD DN GAICIIHEE 250 RM 2 BT 572 L
WERAE AT 2 &, 7272 L, a-Z N as ¥ —PER & OMMIC X 0 ARMEHER 32D & i
el Robiai 545 2 & 2B ARMBEERIZA v 2 Y UOFARRHIZZ < ATV 5, [8.4,
8.8, 9.1.2, 10.2 ]

11.1.5 EBHEBARLE (5L )

A, B, CK bR, Mmh ORI 47 vy ERA2 M+ 5B MARENR 5 & bh
DI ENDD,

11.1.6 MIEMEMA HE )

FEEN, NEE, PRV IREE, B o RE (REE) S50 BN HEAICIE. e E XM, I
CT, Mmif~—"—S0mEZER L, BENBRDLNZEAICIT, K52 TIEL, BIBRERLE
CHIDO S ORI ILE EZATH Z L,

1.1.7 BEBSOHER (0.1%HK0H)

(fiah)
BOARLERUVBREICOVWTTRORKICTEELES L

[BRERRBIIOF = v I RSV K]

(1) DAREEHEDLDVIIHIELIZEOREDRH D FTOT, LARK VLA EOREREDH 5
BESIAITIERE L2V T S, ERVEEOEINC XV DARERIESE D BENN
HYFETOT, DHFEEE, PolE, OFHIE, @& EE R BEOWNERO® 5 BE S AT,
BHOVEME I /gD, 72, 1 H 118 16mg 6% 52T 578 CEEICRE L
TLTEEV,

(2) DAREEEED HUWIIRIE L2 & OREHIITEIHE N ZN &, £, —RICEiE Tl
EFREEENER T L CWAOT, 1 H 1[0 156mg No&G 2T DL, BE, LAEO%
BUCHEE L, Bz +ocBB8 Lan b EEREICE G LT EE0,

(3) FEOFHBUIIMZEN A LN LHZ LG, LETIE 1 B 1 FH 15mg L OERGREENFE
To Flz, BHEICBWTYH, HEOHERAAT 2EEIACEE, S EERMN, OR4%
ERFEORBINBEINDIGAITIL 1 H 1R 16mg Mo ORGORGEZEETH2 L, [EHE
WZERE LTS EEN,

(4) A AV e DOPFARFCIE, HEAZ < MEINTWDHZ L2, 1 H 1[E 15mg 55
ZRB LT IEE W, AFIZHEET D2HATRER DR EORER - #EE +o o8l Lk
NHEEICITVY, 1 HEE LT30mg 28RV TL a0,

(5) BERIFEMEA DHED & 5 5B 1T FFICIFIEORBUCREE S 123V, REOFRBUE X, PR
HAMLAE & OF 1 C 10.4% (44/422 f51]) . BEIRIFMEARRFEE S OHA C 11.4% (39/342 f51]) . BEIRIH
PEBHE G DR C 10.6% (30/282 ) Tod V| FERIWIVES OFEFIE BN L IEFIEBIC L~ =V VB
micdH b £,

AR ETODLNETORKRR 1B 147U %YL LT 15mg. 30mg XX 45mg %
B E) 12BN T, RIEIIAKEMBE 5RO A Y v Z R < o BERE 3K & O P 5T B
3.9% (26/665 i), Zci 11.2% (72/643 f5il) . A v AU UPFHE G THE 13.6% (3/22 ), %«
P 28.9% (11/38 #il) 1A BTN 5,
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[(BEFOFzvIRA V]

(1) HFIIBEZ 2TV, IR, SO RER, OARSIER - ik (B, BiE O
Matbsg R, MkZ) RNAHLNEHEEIEEGHRIEL, v —7FIRA (7atI %) okh
FEOWEZT>TLIEE, BEIAZIE, AP OERE, SR EEEN, EROZ /I
FEIE, BERLONTHGAEITEBICAFAORAEZ I L, 2275 X2 +aRiss
BT TLIEEN, £, MWRIEEOHINC L D ME~DOFBEAMOME, DEXRE
DI RR D S d 2 ERH Y £T 0T, EMMILERBRAE, M X SBRESEZ1T 9
IR BIER BT o TS, FRCLDARERIEY A7 Db HEBHEIATILLT I —RE
X BNP OHflliE% 4 ZFEL 1230,

[RERBEFOME]

IR, SR EEEINN A NS 6

OLAASER - il (B0, B, DR, lKE) LALNEEIIE, KRlO#E %
Hb L, WEENCIEEAITH & & bic, ERICRBABZEL T EE W,

QUAEDIER « FEITALNT, DAREZEET D ENTEGEIE, MERO RGN, 2
OFIRANOGFHLAA O, A ~DEREZZFE L T EEN,

BFBEEESIC OV TTRORICTEECESL

[BRERRBIIOF = v I RSV K]

FFHEREREE D & 5 BB S MICITEERERICE G LT EEW, £/, EELFMEEEOHLIHBES A
WG LT &,

[BREDDF v I RSV K]

T ReREE 2 7 3 5 722 ENERG A ICITESIC SRR A A FEE L T 723V, AR
L, TELRETREIOZZERFTT. AFLIERETHRLTIIEIN,

[RERBFOXE]

BEDBED DI GAE TG A2 R 1T 5 72 SO e AL E & B2 LE T,

RENEOVWTTRORIZSEELES L
(BEHOF T v ORI K]
(1) B3 S A OFEREO FIARMEER & Z OXPATTEIC O T THl - THEE 72 s,
(2) EEZIFHEREREE, BHEREL GO LEBE SAIIEEG LN T EEN,
(8) WOBH I AR MBELHEELL LT < 0 ETOTHREICELE LTI EEN,
O OBERF I (FRIZA AV BAD OFERRMEERIZA > 2 U PR Z L A HT
WD [IARAIFMBE G KO A Y > 2R < oFERWE HIE & OFFHE S 0.7% (9/1,308 #1) |
A LAY ARG 33.83% (20/60 ) ]
QI HHEREE O & 0F
OEHREREE OGO
@M T EAFEEE R 2 X TR B RE A 2D A 0F
OHBARRE, HERE, FHLZ2EFER, SFERED AR XIIERGE
@ LW EE) SO REAT - 22RO TEE)
OMEED 7 L a— 4B
@ FHMFENTZ D . AL TWDH 72 SRR EN 2 W54 (SickDay) %
[BREDDF v I RSV K]
T OIEROFEBUCEE T 5 L ) BEIAITHEES S0,
OBWEIEKR, OFIT, OFHENS2025. @EELRT L, ORBLENTA 74775, @FEN
B 725, Q. @:EX,. @B BRI T, OERSLSL, DR Thnb i b (B,
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QUVE-D (FEtE) %
ZOXIBIERPBD LN, UTOX S RlE%E &5 L HfREL 0,

[RERBRFRO*E]
IRMBER BN DIER MR EL LI IGEITIE, RO KD RWEE LD LD BEISARAKROZEED
Jiee THRELSTIZEN,

(1) #AEERD IR E
OwhE 10g IIBFLEBRT D, 72720, a-ZNav X —EBHEFEAEZRHAL TV L5ECMRA
DHER ARG EITT F UK 10g ZIRAT 20, 7 R UGS Ak 28K T,
@10 LIRS L 22 W IR EITITERRERE O b, EFEERE <27 2,
(2) BOENPARATRER GG (R, EakbEE )
DEE S A DORIED ERRFEBI ~EL I EHE T 5,
QERBEEANEHFZELNICEBE S A EZZ ST D,
(2) Z0iDEI{ERA

11.2 EDHDEIER

5%LL 0.1~5%Aif 0.1% AT BE LR
Mgy g, [ ek
I(IRANY3/3 ) %
TEBR A | IWEE SE SN =k

KE2) B T
RN LN RS ER N

PR AT
A RE BB, WB. T O8
ML B - R, BER

PR, M=o, MR,
1R AT VSN TN
(R, RAOTE, &

AR

i ik AST. ALT. Al-P,
v -GTP ® L5

R PRARRE R HEV, SHOE,

SEUR . IR, MBEU.

e, L O

Z DAt LDH ;' CK @ 5 BUN KO0 U » A|BEETRE, 55 %2, GBI, BRI

O EF R A K ONM 7R MR T BRI D | BE I 0 58 iE L

TN T KOKTT BRI 1 R E o | )

R E K VR O |k

., BEYiih

W) Mgz 8 (3 » A 1 EIRRE) 12179 2 &,

HE2) [8.2 &M]

1 3) SEORIKHER T, LMW TEITORIBE AR O LN TWD,

E4) FE, REEINCE-STHELDLND Z ERH D, AIETFEORE R SN IHEITITHEH
FREO M2 ZE L) R E 2179 2 &,
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1.

12,

. BRRERBRICRITTEE

BE I LTV

BERE
BE STV

BALOIE

14EBRELEDERE

141 ERIZHBOIE

14.1.1 PTP @30 3AL PTP > — b B HO HLU CTARAT 2 X 5 8%+ 5 2 &, PTP > — h DR
LD, HWEATSEEREATIA L, BIZIEFELEIE 2 U THERIAR SO EE 6 0HE 2 0F 8
THZEND D,

(OD D H)

14.1.2 AHNIFO LICOE TEREZREIEL L ET 5720, K2 L TRHAFTRETH D, £72. K
THRAT 22 EbTE 5,

ZDHDITE

(1) EREREAICE D ER

15.1 BREREAICE D {1F]R

WEAN T U7 BRI E 2 kPR & LT e (10 4R O KBIEE = R — MFFR) 1230 T, L
FEOFA Y A7\ FIR A B TR DR 720, B OIRAE Y 2 7 BN el 2R
W89~ 2 S 0 b A ST 5 8085 [8.5, 15.2.1 & ]

(2) FFERERERICE I HR

15.2 JEEREREERICE D  1E#

1521 5 v MU ¥ AUC 24 5 A BBREIR TEES L7232, 5 v MO 3.6mglkg/ A UL L OBE
(ZHEDEIEEE AN A DAL, [8.5, 15.1 Z ]

15.2.2 FEMEKIGIRELE (familial adenomatous polyposis : FAP) O 5 LVE) CTdH 5 Min ~ 7 A
WEEE (Fe 22y gUOns 7 )2y y) ZfRRA%KG- UL ZA, fGEGOHMPRE %
WRIELOWMENH D 36 37,
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEEFHER
(TVL. 3EZhIEPCRET HHE ) OHSR)
(2) ReHFREHER
MEE L
(3) Z0thDEEHE
FMEE e L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L

(2) REBE5SHEHR
AR L

(3) BiBHEHER
AR L

(4) BARMERER
MR L

(5) &RERESHRR
AR L

(6) BFRIERERER
AR L

(7) ZohoEHESH
MR L
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X, BEMERICEYTSRE

1. RHEXS
EA Y 2 bk 15mg [HET N
EGM‘\W/\/; Somg raézj T B
V' 8¢ 30mg o
i A . . ) BE—EMEOLSTEIZIVHERT S Z
BA ) ey v 0D b 15mgl RET) )& %
¥4 27U %> 0D & 30mg! HIE L |
B YA B R 2L
2. B
3 4E

3. ARRETO/E

R PR AF

4. RO EDEER

20. R LV EDEE
$E : BHEMRR IR ZRET TIRIET D Z L,
OD §& : 7V E'r—BREMR TR 20T TIRET 5 2 &,

5. BERAITEM

BEMERLTA R f
<TvoLsy  FH
ZFOMOBZFTEM A ((XI. 2. ZOMmo#EER] OERMK)

6. R—R% - F%hE
Bl—Rsy : 727 P ASELS, 727 FA$E30. 77 2 OD $E15. 77 b A OD $E 30

7. ERELEERAR
R
8. HERFABFAQRUVARES., EMELNBZFEAD. BREHIBFEAR
B R 757K e S S L i B A
e 1A REE S 1A A
E A7) H R

15mg THIET

201141 A 14 H | 22300AMX00228000

201146 H 24 H

201146 4 24 H

30mg [AET]

EE TN 2 R

2011 41 A 14 H | 22300AMX00227000

201146 H 24 H

201146 4 24 H

B€ 15mg [H[ET

v 27U %Y 0D

201141 H 14 H | 22300AMX00151000

201146 H 24 H

201146 4 24 H

#€ 30mg THET )

A7) % 0D

201141 A 14 H | 22300AMX00152000

201146 A 24 H

201146 4 24 H

9. MREXCHREN. RERVABREEENFOFEABRUZOART

A Lgn

10. FEERE. SRR ARFARRUVEZORE

A Lg
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1. BEEHM
2 LA

12. IRIEHARFIR (BT H1EH
ARANL, BERHAFIZEI T 2HIBRIZE D HIL TR,

13. EEI—F
JEAE G FEAm AL R | EREE S = — R . Lt NERALE
i o R I " U HOT 9k ®mE | T
IR = — R (YJ 22— k) VAT A a— R
v 7Y E Y b
3969007F1199 3969007F1199 120717001 622071701
15mg [HET
VA7 XY B
3969007F2195 3969007F2195 120718701 622071801
30mg [HET |
v 27y %Y 0D
3969007F3094 3969007F3094 120719401 622071901
$% 15mg THEEL)
v 7Y %Y 0D
3969007F4090 3969007F4090 120720001 622072001

#& 30mg [HIET |

14. REHRTLOIE
AFNL, TR EOBREELTH S,

43




XI.

AR

. SIFAX#E

1) FENERL : Z2E PR

2) #NERE : IR

3) Mr2% b EEIK &AL, 1997 ; 74 (6) : 1540-1556

4) HFHEH b BEIK & AFSE. 1997 ; 74 (5) : 1250-1277

5) ITBE  fh: EEAKE AR, 1997 ; 74 (5) : 1278-1306

6) Mr-2% b EEIK S AFZE. 1997 ; 74 (6) : 1491-1514

7 MRS M BRI SRR 1997 5 74 (6) : 1515-1539

8) MR E il : EEAK EAFSE. 1997 ; 74 (6) : 1614-1626

9) HTEH b FEIkEAFSE. 1997 ; 74 (6) : 1557-1588

10) Her-85  fh: ERk L AFSE. 1997 5 74 (6) : 15891613

11) HIAH EEREERR (727 b A5 : 2002 45 6 H 17 AAR, FEREE)

12) EWNFEIAERER (77 - A8 : 2008 4F 12 A 22 HAR, FHEAREE)

13) [EPEIAH —HEMELERER (77 F 252 : 2009 4E 3 A 24 A&, FHEREE)

14) 2hhZ2EAMTF 5B (727 b AEE - 1999 4E 9 H 22 A/KGR, W& RMEER.1)

15) Sugiyama Y., et al. : Arzneimittelforschung. 1990 ; 40 (3) : 263-267 (PMID : 2189419)

16) Sugiyama Y., et al. : Arzneimittelforschung. 1990 ; 40 (4) : 436-440 (PMID : 2192715)

17) Hayakawa T., et al. : Biochem. Biophys. Res. Commun. 1996 ; 223 (2) : 439-444 (PMID :
8670300)

18) Murase K., et al. : Diabetologia. 1998 ; 41 (3) : 257-264 (PMID : 9541164)

19) ML fth o 3K & VRE. 1997 ; 25 (2) : 337-343

20) Kawamori R., et al. : Diabetes Research and Clinical Practice. 1998 ; 41 (1) : 35-43 (PMID :
9768370)

21) Yamasaki Y., et al. : Tohoku J. Exp. Med. 1997 ; 183 (3) : 173-183 (PMID : 9550126)

22) VEELE : FEAKk & WFSE. 1997 ; 74 (5) : 1184-1201

23) MAAAEL fth B LTI 2011 ; 48 (3) : 275-283

24) fEWNEERL - AW RSEMERER (OD 2 15mg)

25) tENEEL - AW ERE MR (OD $& 30mg)

26) FRHEG  fth : EEAK & BFZE. 1997 ; 74 (5) : 1217-1226

27) M EAERRBR (72 b ASE : 2008 4F 12 H 22 AKR, HFEREE)

28) RIS 9 5t by b7 m—2A4 P450 (CYP) DOFE (727 b AEE : 1999 4 9 H 22 HIKE,
HEE R ~.2.3. (2))

29) AD-4833 ot k CYPIZxt 3 21EH (727 b AfE : 1999 49 H 22 HAR, HiHEEHEE~.2.5.

(3))

30) EM— b EEAK &SR 1997 ; 74 (6) : 1627-1637

31 AIERZ i : P L IR, 1996 ; 24 (12) : 2597-2617

32) Lewis J. D., et al. : JAMA. 2015 ; 314 (3) : 265-277 (PMID : 26197187)

33) Korhonen P, et al. : BMJ. 2016 ; 354 : i3903 (PMID : 27530399)

34) Azoulay L., et al. : BMJ. 2012 ; 344 : 3645 (PMID : 22653981)

35) Hsiao F. Y., et al. : Drug Safety. 2013 ; 36 (8) : 643-649 (PMID : 23797604)

36) Saez E., et al. : Nature Medicine. 1998 ; 4 (9) : 1058-1061 (PMID : 9734400)

37) Lefebvre A. M., et al. : Nature Medicine. 1998 ; 4 (9) : 1053-1057 (PMID : 9734399)
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XI. &84

1. ELESHETORFTRE
AN B T D406

R, HEROHEZLUTO LB THY | HETORGIRIL L ITRR D,

HE

ESIES

MIELR O &=

2 AUBE PRI
77 L. FEROWT OB T2 B
ST AR SIRPUENRHETE S DB ICR
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av A —EHERE LI T A FRIEH %

%, ERT 2546
1.ORFRE, EHEFRIED I~ WE AR EA 7Y Z Y 8 L T15~30mg
QEITRE, EEFEICINZ TALF= LY LT Z1H 1R TR ok Ok G345, 72

Fil 2 FH B OMERLL Al ERIC LV T 5 08,

QR FHE, EIREIINA Ca- I rary i — 45mg% LR ET 5,

B RHE A 2 A (EFgs, EERIEICIA T v 2 U UH %

@EHE ESEEICNATE S T A FRE | HHT 54

7 A WHE, RACIEEA 7Y 2 LC1smgx1
2 B HRE IR A TA v R Y A % fif A 1EE BRI RZICR NS T 5, k.
H PERIL AR, ERIC XV EEHET 5208, 30mg

z ERET S,

<DailyMed (USA), 2024 4 4 H 5>

4 KH

Eey a2 Takeda Pharmaceuticals America, Inc.
k5844 ACTOS- pioglitazone tablet

HIE - Hiks | Tablet, 15mg/ 30mg/ 45mg

INDICATIONS AND USAGE
Monotherapy and Combination Therapy

ACTOS is indicated as an adjunct to diet and exercise to improve glycemic control in adults with
type 2 diabetes mellitus in multiple clinical settings.

Important Limitations of Use
ACTOS exerts its antihyperglycemic effect only in the presence of endogenous insulin. ACTOS
should not be used to treat type 1 diabetes or diabetic ketoacidosis, as it would not be effective in

these settings.

Use caution in patients with liver disease.

DOSAGE AND ADMINISTRATION
2.1 Recommendations for All Patients
ACTOS should be taken once daily and can be taken without regard to meals.

The recommended starting dose for patients without congestive heart failure is 15 mg or 30 mg once
daily.

The recommended starting dose for patients with congestive heart failure NYHA Class I or II) is 15
mg once daily.

The dose can be titrated in increments of 15 mg up to a maximum of 45 mg once daily based on

glycemic response as determined by HbAlc.
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After initiation of ACTOS or with dose increase, monitor patients carefully for adverse reactions
related to fluid retention such as weight gain, edema, and signs and symptoms of congestive heart
failure.

Liver tests (serum alanine and aspartate aminotransferases, alkaline phosphatase, and total
bilirubin) should be obtained prior to initiating ACTOS. Routine periodic monitoring of liver tests
during treatment with ACTOS is not recommended in patients without liver disease. Patients who
have liver test abnormalities prior to initiation of ACTOS or who are found to have abnormal liver
tests while taking ACTOS should be managed as described under Warnings and Precautions.

2.2 Concomitant Use with an Insulin Secretagogue or Insulin
If hypoglycemia occurs in a patient co-administered ACTOS and an insulin secretagogue (e.g.,
sulfonylurea), the dose of the insulin secretagogue should be reduced.

If hypoglycemia occurs in a patient co-administered ACTOS and insulin, the dose of insulin should
be decreased by 10% to 25%. Further adjustments to the insulin dose should be individualized based
on glycemic response.

2.3 Concomitant Use with Strong CYP2C8 Inhibitors

Coadministration of ACTOS and gemfibrozil, a strong CYP2C8 inhibitor, increases pioglitazone
exposure approximately 3-fold. Therefore, the maximum recommended dose of ACTOS is 15 mg
daily when used in combination with gemfibrozil or other strong CYP2CS8 inhibitors.

2. BUCEBITLBEKRZERR
WEIRICEE T HBIMER (A—RX S VT HE)
AR T 2N LOTEBEOHDER E A —A T VT ML TR D,
( TV 6. FrEDE Rz AT HEBHEICHET LR OEHEMR)

Drug Name Category
A=A KNZ7 VT DIA pioglitazone B3
(2021 4F 4 H#5R)

2% ROME
A—A KZ U7 D45%E (An Australian categorization of risk of drug use in pregnancy)
Category B3 :
Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage, the

significance of which is considered uncertain in humans.
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EA45 1Y% 0D&E30mg THETL)
M D2 EME A D AT EIRIEE ORIFSEETRET L2, PERIZIEEOHM R TH Y | MELROE
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