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1, 5-AG 1, 5—anhydro-D-glucitol
1,5-7 b Ra-D-7 /Ly h—/b
Al-P Alkaline phosphatase
TNHY) T HRAT 72—
ALT Alanine aminotransferase
TI5=T7 /) AT T8
AST Aspartate aminotransferase
TANRGXLUBT I ) VT AT 2T7—F
AUC Area under the concentration—time curve
U B - ] e R T T
AUCq-3361 Area under the concentration—time curve from zero to 336 hr
50 g B 336 IRFIA] & C oD R & —IRe ] BB A T i F
AUCy—4s Area under the concentration—time curve from zero to 48 hr
50 Rg» 5 48 IR & C D P FE IR bt T i
BNP Brain natriuretic peptide
Bt b U o AFRAR T F R
BUN Blood urea nitrogen
MG IRFEER
CK Creatine kinase
JVTFoxF—F
Crax Maximum blood concentration
et e
CT Computed tomography
oV o — W B
CYP Cytochrome P450
v b7 a A P450
DPP-4 Dipeptidyl-peptidase—4
ORTFUNAATFH—E 4
GLP-1 Glucagon—like peptide-1
JINT AR T F R-1
v —GTP Gamma—glutamyl transpeptidase
yINEINETUARTFE—F
HbAlc Hemoglobin Alc
~EZ BBV Ale
JDS Japan diabetes society
LDH Lactate dehydrogenase
FLIE MK % R
PTP Press through package
RMP Risk management plan
ES G Y A 7 E G
S. D. Standard deviation
TR 7=
tie Elimination half-life
EESSR e
Thax Time to maximum concentration
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(PTP @ld& (RY 7L 7 4 VAR OT V) Lictk, Solfl 2l 2 727 v 2 {ERo

AERIEH B A RE 1 & H 3tEA 6 f& H
PR (AEa~HEAAOERRA D OFREE) FAEN FAEN FRAGE N AN
Rt Rk (SR IO S I E 1) ke ke ke ke
RUKNE)—PE (5 B —ERR) FAEN - - AN
WHME (45 43 80%LL 1) HEN HEN N FHAS N
e o 99. 1~ 99. 2~ 98. 8~ 98. 8~
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12y b n=3 3wk
CUEETRE « N T AEE BRI 2 2 - AGOR Y =F L URBICANER) LZbo
HERSA: - 40£1°C, 7T5E5%RH
AR H B A iRE 1 & H 3tEA 6 f& H
PEIR (A Aa~HEAGOERRA D OFELE) e g N FHAS N
Rt Rkl (SR TR FE I E 1) ey ey ey ey
BUKIE)—PE (5 B —ERR) FAEN - - FAE N
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e o 99. 4~ 99. 6~ 99. 2~ 99. 7~
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AR e ER (%) (95.0~105.0) | 100.1 100. 4 100. 5 100. 4 100. 3
et (N) (40N BA |) 79.8 43.2 44.3 45.2 46. 0
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AR BrANA
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bER BRIk WC pH3. 0 IZFRFE L7286 D
pH6. 8: H AL R J7 O VA HFREREE 2 1K
7K
FEiEERRm |7 L
FEAERLE OO SR SRS 85% & iR 2 1= S TR T L4 5,
@®pH1. 2 (50 « 100rpm)
FEAERIR 23 15 4y LAPNIZ -8 85%LL YA 2354 T, SRBRIAIAY 15
oy AT S 85% LA LERHIT 2 78, 3 15 3 ic BT 2 R BR Al 0 -y
B SR DN VE LA O SE L5 1 =+ 1 5% DG IZ B D
@pH3. 0
FEAERLA 28 30 43 LAPNIC 48 85%LL E¥AH L2 WA T Bl SR
BRIRE 1 do W CAEERLAI D SE P HH #2728 50%LL F 8B%IZ i L 72 & &
HEAERLA S E S N7 RBRIFF RIS BT 2 B RO 1/2 OS5
S AR Y 2R, MOHE S RBRERIC B0 CRBRELA| 0
PP R DEEUERLE 0 SR ISR + 129D FEFRAIC 8 5 7>, T £2 BE%k
DFED 46 LL ETH 5,
@pli6. 8 - /K
FEHERLAAY 30 73 LANIZ - 85%LL LIEH L e WA, HES -
BRI W THEYERLA O SE PR RS 5O%IZ i L 72 & & | fEVE
BIFIDHRE SN BRI B 2 FAHED 1/2 OFHRHE
ZRd I Y 2 A R OBLE S 7 RBRIF R 3 U CRRBR LA 0 L
VR H SR AN HE LR O SERA PR SR+ % D FEPHIC & 5 Hy. XU £2 %o
R B3 L ETH D,
120 120
100 | & 8 100
ng 80 | ,.E 80 P e
£ e | | ; 60 | ¥
(1/9 40 |t —— ARV EE15mel ZE | < 40 —e— EA51)AYJ U EE15mgl ZE |
- B AEBUE - b fBAEBUH
20 20
0 : ' : 0 ' : : : : :
0 15 30 45 0 60 120 180 240 300 360
T HEERT (53) A HBERE (5)




V. ®H|ICEHd HER

120 ¢ 120
100 | 100 |
5 oeof & oeof
% 60 —e— A 51)RJ U EE15mel ZE | % 60 —— A5 U iE15mel ZE ]
Z " —~ - REEEH
ol BB w0 |
20 I 20 [ gu | n fog |
0 !‘"‘ ‘ 1 1 1 i 0 'I 'I 1 1 1 ‘gl
0 60 120 180 240 300 360 0 60 120 180 240 300 360
AR (5 AR (5)
120 ¢
100 | s s
T st
x 60
% —— A5 YRV §E15mel ZE |
40 B ol = #-0]
20
0 1 1 ]
0 15 30 45
AR (5)
F* EHEFENC KT AL GRUEBRERIA & UMEHERLH) D S ¥ R 0 Hig)
. jﬂf“{ 1] % E° 2R y“\/
oy ?E%%J Az‘ﬁ &
(571, 15mg) | i 1omg [ZE] 5
MBI | el | ARBRE | AR | PR R (%) S HER (%)
pH1. 2 15 4y 100. 7 98.8 1 &
10 4y 43. 1 39.3 .
pH3. 0 ERAS
360 4y 81.0 75.3
L 50rpm 547 2.0 1.6
/N RVIE pl6. 8 EE
360 4y 3.4 2.6
54y 11.0 4.1
& > e
360 4y 10. 3 5.3
100rpm | pHI.2 15 45 100.5 100. 2 ik
(n=12)

<HEH>

BRI LARERAI O BB 2 i L2 L 25, T TORMFITIR W TR B O E S I

alilz, UEED,

AR LA & EEE R OB EE SRR S T,



V. ®H|ICEHd HER

EA4Y) %Y 8 30mg TZE] ¥

ki 7 v A7) 2 g 30mg [ZE]
FEVERLA 7 7k AHE 30
SEE H AR 7 — kRt - IWHHsBR X Rk
BRI 900mL
R 37+0.5C
EIL 2 50rpm (pH1. 2. pH3.0, pH6.8. 7K). 100rpm (pHI.2)
%ﬁ PH1. 21 H AR 7 OVA R 1 1
P pH3. 0:0. 05mol/L U > g 1 KFEF VU 7L L 0.025mol/L 7 = g7 i
% BRI W pH3. O ICFAEE L= H D
pH6. 8: H AL R J7 O VA HFREREE 2 1K
7K
FEiEERRm |7 L
FEAERLE OO SR RN 85% &R 2 1= S TR T LT 5,
@®pH1. 2 (50 « 100rpm)
FEAERIR 23 15 4y LAPNIZ -8 85%LL YA 2354 T, SRBRIAIAY 15
oy AT S 85% LA LERHIT 2 78, 3 15 3 ic BT 2 R BR Al 0 -y
B SR DN VE LA O SE L5 1 =+ 1 5% DG IZ B D
@pH3. 0
FEAERLA 28 30 43 LAPNIC 48 85%LL E¥AH L2 WA T Bl SR
BRIRE 1 d6 W CAEERLAI D SE P HH #2728 50%LL | 8B%IZ i L 72 v & &
HEAERLA S E S N7 RBRIFF RIS BT 2 B RO 1/2 OS5
S AR Y 2R, MOHE S RBRERIC B0 CRBRELA| 0
PP R DEEUERLE 0 SR ISR + 129D FEFRAIC 8 5 7>, T £2 BE%k
DN 46 LLETH 5,
@pli6. 8 - /K
FEHERLAAY 30 73 LANIZ - 85%LL LIEH L e WA, HES -
BRI W THEYERLA O SE PR RS 5O%IZ i L 72 & & | fEVE
BIFIDHRE SN BRI B 2 FAHED 1/2 OFHRHE
ZRd I Y 2 A R OBLE S 7 RBRIF R 3 U CRRBR LA 0 L
TR SR DS HERL A O SRR SR = 9% DFEPHIC & 5 >, XU £2 B
R B3 L ETH D,
120 120
100 | -~ . 100 | —— EA4 YR fE30mel ZE |
B & - R
H g0 4 80 F
$ 2=
% 60 | ? it
- —o— EA514AY > 5230mel ZE | %
4 r -G (A
20
0 ' ' : 0 T ——
0 15 30 45 0 60 120 180 240 300 360
AR () AR (5)

10




V. ®H|ICEHd HER

pH6 8., 50rpm
120 120
100 | 100 |
E 80 | ﬁ 80
% 60 —o— EAS)RYJ U 5E30mgl ZE | * 60 e EASUST EE30mel ZE
z o R % e
40 40
20 20 o--o a a
- P *—eo —e
0 w i T T U 0 1 1 1 1 ]
0 60 120 180 240 300 360 0 60 120 180 240 300 360
B (9) R (9)
pH1.2, 100rpm
120
100 | 5
N~
5 oeo f
Z.g o > -
% 60 r —o— EA 1R §E30mel ZE |
& -G R
4 |
20 |
0 1 1 )
0 15 30 45
B (5)

K EHZEBIC T UM GREREG M OREER O 41 R 0O i)

o 2 VA vA T L
AR irjﬁ%(ﬁJ - £2
(ﬁﬂf%”x Somg) ﬁﬂf SOmg ’—ZEJ F“ﬂ;}b& *Uﬁ
. . s | creron | oo e " ES
RERTVE | PR | BRRBRTE | IR | PSR (%) | SEERHE (%)
pH1. 2 15 4% 100. 8 99.8 — e
10 43 34. 8 29.1 —
pH3. 0 o
360 7y 61.2 56.7 —
) 50rpm 5%y 6.3 2.2 —
2N Rk pH6. 8 WA
360 7y 3.2 1.7 —
5%y 14.8 4.7 62.6 |
K A
360 7y 14. 4 6.9 —
100rpm | pHI1.2 15 43 101.0 101. 2 — ik
(n=12)
<fEH >

ARBR LA & ARYERIAI OV B 2 i L2 & 25, TR TORMFITI W TR 8 O] E S eI

Bl UEED,

AR B & AR HERGR OB Y

11

mEhie,




V. ®H|ICEHd HER

10. &% - 2%

() EEPRELGESR - 8%, NENVRRGESR - QRICHT S1ER
A LR

(2) a%
(EA T )& i 15mg TZE])
100 &8 [10 € (PTP) X10. BZIEAIA V]
420 € [14 & (PTP) X 30, HZlgEAIAY ]
500 £ [10 &2 (PTP) x50, HzfAIAY ]
(EX5 )5 30mg TZE])
100 &2 [10 82 (PTP) X 10, FfRAIAD ]
420 € [14 & (PTP) X 30, HzZlgEAIAD ]

Q) FHREE
Y LR

(4) BHROME

ik R M
PTP G123 PTP RV a7 40 A TIAI=ULE

(RERFIAD) Po—Aad | 7= A BYTFLLTIFR—KT LA

1. @RS EME
WL

12. Z0th
LR L

12



V. JafICEAY HIER

V. aEICEEd 41EH

1. PEXITZHE
2 T PR 9P
212U, FRROWTNNDOBEMTHFIRARNE LN T A 2 U RGIERHEE SN DHAICIR D,
L O FEE, EHRIEOL
QfFHE, EIRIEICINA TALFB= LY LT H 2
QAFWRE, EIRIEIINZ Ta-Z NV a s ¥ —PHERZ6HH
OFEFRE, EIREICNATE S T A FRIEA %26 H
2. AERIE, EEIRIEICINZ TA A ) o BE &

2. MEXIIHRICEET HIE

5. MEERIIHMRICAHAET HFE
AR fERT2581E, A2 AR HEE SN LBEICRET 22 L, A R Y UHHIME
O B &V (Body Mass Index=BMI kg/m%) T 24 LA EHDNIEA R Y 43 WANKRRE DS 22 I IRF
fmAA > 2Y) AMET5uU/mL L EET 5,

3. AERUVRAE

(1) RERUVRAE0OESR
(BEEE. EREREOADBERVBREEEZ. EBEEICMATRALRZILILTEIR(Ea-Y
WAV A—EHEERIELLIIETTFHA FRER|ZFHAT 554)
W, A A7) 2L LT 16~30mg & 1 B 1 BRI E#Z IR O% ST 5,
7ok, MERILL Flm, ERIC XK 0 EEHEET 525, 46mg & EIRE TS,
(BEEE. EFEEICMA TS VR VEE%=FERT 558)
WE AT itﬁﬁ)&//&bflmg%lHl@%ﬁmli%ﬁ% IROEET 5, 708,

PERIL, AR, EIRIZ T EIERET A8, 30mg & EfREI B,
(2) BERUVAEOHRERLE - 1B
MMER e L

4 RZERUVAECEEYHIE

1 BERUASICEET 3R

7.1 FRIEN B LMEIC < HE SN TNWD DT, LG T 25681, MEORIICHEEL, |
H1Ewmﬁ@&5%%ﬁfé’kﬁwibw [8.1, 11.1.2 ]

7.2 1 B 18] 30mg 75 45mg (B L RICEHIEN BRI L72FINE < AEN TS DT, 45mg (21
BT OHGGIE, HHEOBBICHET 2 &, [8.1, 11. 1.2 2 H]
734/XJ/&@ﬁ%ﬁ BWTIE, HEAZHESNTWHDZ ENnG, 1 H 1[E 15mg 7> 5%
H AT D2, RAIZEET 25AITFER D AREORER « #iEzZ +/0lcBlg2 LN biE
BHIZITHO>Z &, 2L, THEELT3mg #2722 b, [8.1, 1L 1.1, 11. 1.2 &M]

1.4 S ik, 1 B 1A 16mg O EGEBMET D22 ENEE LY, [9.8 5]

(2) ERPRERIEFER
U L

13



V. JafICEAY HIER

@)

(4)

®)

RERGRRRER
TR L

LRI ER

ENZEASE DR, FMAERER

2 MIBEPRIG B F AR ZIC, 1HIEIEAZ Y &Y & LT 15mg. 30mg XL 45mg # 5 L7- “EHEMH
PGB 7 & T S FEER AR RBR I 35\ T MG S B BE D3RR A S AL72 821 Bl DR (TH U |
PLE) 13 50.8% (417/821 f4]) Td 5 2719,

I 6T, BB GRER (28~48 LI EFe ) T, ZENEREIMPE & OV HbAle @ FREIZFHE L. EH
OWINIAHNT, ZBE Lz ha—ARnGs5nTcing 919,

BIVEF RS BUAEE 1X 13, 2% (128/969 #) T, LERRWEAIIERE - o< & (T94]) TH-o7z,

1) BNEREEAER

W LB B
(BERE. EFREOHD 2 B¥ERK)
OEREFE MAEHR

1H1IEIEAZ U XL LT 30mg % 12 AE#E L=, HbAle (JDS fif) 1% 1.08%1.47% (63
B OSEE LU ) O FREARD LTS 2,
BIVER R BMEEL, 16.9% (13/77#)) <. ERBWEAIXEE - &2< & Of) Th-oT-,

(BEBEE. EFEEICMATRALKRILDLTEIZERSD 2 BHERRK)

QENFEMAERER
LH1IEIEAZY ZY & LT 30mg & 12 BE#H G L7okEA. HoAle (JDS fE) (% 1.24£1.33% (56
BT IR %) O TRENARD LTINS Y,
BIVER S BB X, 10.5% (8/76 fl) <. E/RRIWERIXRIE - o< B f) ThHoT,

(BEEZ, EFEEICMATa-FILaS A —FHEHEFZFERADD 2 BBERK)

QENFEMAERER
LH1IEIEAFZY ZY & LT 30mg % 16 HE#E G L7zkES. HbAle (JDS fE) 1% 0.9120.89%D
Ben@Bb bR T D 17,
ERR A O RS 2 G TeITEA D 67.2% (43/64 ) 258D B, ERBIERIZEE (6 ) TH

277,
(BEEE, EHEEICMATES 74 FRERIZ=FRADD 2 BIHERR)
@ERNE MR

LH1EEAZY &2 2 LT 1omg & 12 [, Z D% 30mg & 16 B G L7-fES. HbAle (JDS
fl5) 1% 0.6720.80% (83 B - HIEHER ) O FRENARO LTINS Y,

FRIR RSN D B 2 S LeRIVEA A 16. 7% (13/83 ) 1ZR8® B, ERBWERIIIE (3 #1) . KM
PEVRIE, EREER L ONBNP B (%24 R ThoTz,

(BEEE, EFEEICMZA TS VR VB %=FERBD 2 BFERR)

GOENFEMARER
1H1EIEA 7Y &L LT 30mg % 16 G L7o#E5%, HbAle (JDSfE) 1 1.22+£1.11% (45
BT IR R ) O TREARD LTINS Y,
R AR AR AL O ¥ & B LeRIVER A3 66. 7% (40/60 #) (Z78® Hiv, ERFIER IXRMAERE (20 1) |
HRAYPEFAIE & OV LDH 880 (45 11 1)) 72 ETh o7z,

2) ReHR

MR L

BE - FENRS
KB L

14



V. JafICEAY HIER

(6) AmHIERA

) ERAMERE (—REARERAE. BEERABERE. GARBLERAER) . HERTERT -4~
—RRE. BERTERBERABRONS
AR L

2) AREFHBHLELTEREFTEDAERRITEMR L -3E - HBROME
G ORAA

(N 2ot
MM ER e L

15



VI. EHREICEHY HEE

VI. ExhEFER(ICEH 9 5IEH

1. EEPMICEESHDHILEYMRITILEYEE
FT7 VY DR
HE  BEO S DA OMREIIRE T, BHTOETIRLESRTLHZ L,

2. FEIB{EMA

(1) EFAZMGL - ER%F
EA TV ES NIA AN UZFIRDA A AEBERUBICIER L CA v A U AR AR L
RSB T DHEPEA 2Bl L. KA T 2R HZ SO MK TS5, ZOEMIZ A&
U UHHHEDO ENTH DHIIENA > AV ANE B 2 EF kT2 2 Llc k2 L s D 2,

(2) EMEEMITHHEBRIE

1) REMEBIZHIT54 R U1EREA
Wistar fatty 7 v FO®EIEE 7 AFHIZBNT, £ AU VOER (77V 22— &Rk OifE 7o
EM) T2 (exvivo), F7c. Wistar fatty 7 > b OFEISEALE NS FLRE b Sk o BEENR 5
fizB W T A AU COVER (Z 0 20— AL L % IRE A ROTHEIER) 2 #5045 2V (ex vivo) ,

2) FIZHEITE4 VR UEAERE
Wistar fatty T v MZBWT, JFlcBiF a7 raxFr—FoiEmEs it L, ZLa—2-6-5RA7
7 X —VOEE KT &8, FEAEZ2IHT2 2 (in vivo),

3) AR UEREERER
Wistar fatty 7 v FOBERGHIZBN T, BT LA VR Y VZFEEROA VA Y VZREEED Y
VbR IEEN L, RAT 7 FUNA )V b= -3 %=V DIEEETLHET D ¥ (in vivo),

4) TNF-o EAHNHERA
Wistar fatty 7 v MIFBD S L HHEM INF- o PEATTHE Z 40 L. 2 & 30AT U Tl 2 B4

5% (in vivo),

5) HABREIER

OAFEE EIEREDO SO 2 AP RFEZIC 1L H 1 BIEA S Y &2V L LT 30mg & 12 &G Lz
TEBREERBRIC IV T, ZEIERIEE, HbAle O FR. 1,5-A6 ® EFRBH LTS 12,

QREFFIE GEHFIEICMZ TANKT= ALY LT FlEM Ao 2 BFERFEFICLH LRIEA 7Y X
e LT 30mg & 12 MO G L E SRR I T ZEE R, HbAle O FFE, 1, 5-AG
DR ML AT O TFHERRD HITND P,

QB HFFIE EERIEMA TR VR —AZMEHAT O 2 BIERFEEFICLI 1B T 2y b L
T 30mg % 16 WS L7 “EEMREEEERICIW T, Z2IERFMAE, HbAlc @ FRENED 5T
I/\z) 17)O

OFEFFE GEEFRIEICMZATA MRV IEZEATO 2 BIERFEEICLI A 1B 2 b L
C 16mg % 12 R, Z D% 30mg % 16 AP L Lz —EHE K LEGRBRIZ IS T 28I RF M, HbAlc
DTFHENED SN TND Y,

OB FHRIE GEIFIEIIMZ TA A Y VBFIZ T O 2 BUERFBEEIC LB 1YL 7Y 2 b
LT 30mg % 16 WEPFHEE L7z “EHEMRIEEERIZ BT, ZERFMAE . HbAle O FRENTRD Hi
TU‘%) 19)o

©A AV ARBUMEE AT DI 2 BUBERFE T VENY (KKAY < A, Wistar fatty 7 v b) 128
W, @R OEA v A VIEEZBR S 5, — ., A AV U RZO 1 RBERBFE T VE (X
MU NV UHERIBEZ > N) Ol E% T v N (Sprague-Dawley 7 v b)) OIEF MAHIZIX/E
RARS 7205,

16



VI. EHREICEHY HEE

6) MHHERERE1ER
A AR P EE A L, MTEERER s 2R3 Wistar fatty 7 v b KON Zucker fatty 7 v MMIEA
7V E v E 10~12 HREEE L, 20 KEfERZIC7 Vv a— 2 2R O#& 5 LA, Za—2A
B 5O MsE 7 v a— 2 RO KOS > A U BRI OB BTV D 2B

D AR VERESREER

OAEFHE, BEWRIEO L T EFRE, BEFIEICMZ CTALKR= AT LT Fl &6 o 2 B RFR
BFEICIHLIEIEAZ Y &Y L2 LT 30mg & 12 lFEEE L BRERRR (Fra—2R-r 50
) BT, KL O ORER Y IALRO EERRBO LTINS 22,

QA A UM EAE L, IEEAEERB CTHh D Wistar fatty 7 v bR OEETH B Zucker fatty
Ty MIEA TV Z V% 14 BREEE L, 20 FERIIERZICA v A V&R LIEEZ A, A VR
G5 O MK T OBEARD S TN D 2D 5,

OIEHABERIE T D KKAY ~ 7 ZADOHEREILD 7' ) 22— 7 L 4y Jo OVRIISE L & PR AR 4% 0 K A 1 181 4
DA A CHIEEE OBV AZ AN S E D P,

ONEGHTRHERIE Tdo 5 Wistar fatty T v O OFEFEAZ IR L, KEERRICBIT 2 80F] H %
%&)é 22)O

(3) fERZIBERT - I
VAR L

17



VIL.

EMEREICEYI SIEE

VII.

1.

EYEhRe 89 HIEH

e O S

AR LA MR
TR L

(2) HRABRCTHABSNIMARE
1 BERORS

(1)

EERABFICE ATV 2 R n&E Uz, IR B s L OGS -I~V M-I ~V)

B ER., Z09 b -0 ~IVIZIEHERHY TH 5,
R EER A B 8 il Ze i lc 47 Y 2 0 b LT 1 [H] 30mg 2 BEER A5 L7 RE(IK D IR

—

WIEEERI T A — R TRD LB Th D D,

YRR T A —H

Chax Thax AUCo-336n tie
(wg/mL) (h) (pg*h/mL) (h)
REALAR 1.47+0.2 1.8+0.4 11.6+2.2 5.4+1.7
CE¥E AR )
R R2
_ FEMA | HC-HX- | H-
:“HTi:jLw,fx /Ei:]f“\gi§a3 M-TI H3C-Hz2C- HO-
o N M-I H3C-0C- H-
. M-IV | H3C —_
HC- | H-
HO —
M-V HOOC-H2C- | H-

2) RERS

BERARTF G6F) IR 1EEFZYZY 2L T30mg 29 A (2 8 BIIRE) EROR
U2, REMKR KR OTEHALE AR CREMER+HM-T~IV) OMmHREX 6~7 HH TIXZER
WREIZE L, KEREGICL2E/MEIRNb0EEZ LN P,

3) EMFHIRIF AR
(EFT )58 15mg TZED)

EA 7Y ZY U E bmg TZE) &7 7 PRBE LS &, ZnAA—"—{EZLDThEh 18 (B4
Uzl LT 15mg) MRS FICHE R BEIE O 5 L Tl R LRREZHIEL, F5h
T FMBRE N T A — 2 (AUC, Cpo) (22T QONME R X FEIEIS THEFHAREHT 24T > 72 R, log (0. 80)
~log (1.25) OFEEFHANTH Y FAIOEYFRIRFEA B S ™,

YR T A —X

18

HIENT A—H BBEINT A—H
AUC (o-1) Crax Tiax ti2
(g« hr/mL) (ng/mL) (hr) (hr)
VA7) 2 fE 15mg [ZE] 6. 76E2. 35 0.74%0.21 2.1+0.9 5.3*+1.6
77 b AFE 15 6.45+1.74 0.75%0.21 2.1t1.1 5,1+1.3
(Mean=®S.D., n=16)




VI. EMEREICEY SEE

(pg/mL)

16 T

—e— EFTUAJ§E15meg [ZE]
—h— FYULXEE15
Mean * S.D., n=16

P AN N L 1=

.
0 4 8 12 16 20 24 28 32 36 40 44 48
A (hr)

Mg A7 Y 2 R EHERS

(EF5J )5 8 30mg MZED)

EA 7Y B U8 30mg [ZB) &7 7 R ASE30 &, /7 rAA— kL0 ENTR 18 (B4
Y&k LC 30mg) BEFERA T T M BRI O 5 L C ISR R A LRI 2 I L. 13D h
T SBNIE ST A — 4 (AUC, Cpu) |2DVNT QOU(EHEIR BITEIC CHERHARAT 21T - 72, log (0. 80)
~log (1.25) OHFPFANTH Y | WHIOAEWFHFEEE MR Sz 0,

HENRE T A —H
HIE/NT A—H BENT A —H
AUC (018 Crax Thax tise
(p g« hr/mL) (ug/mL) (hr) (hr)
VA7 X 8E 30mg [ZE) 11. 26 4. 21 1.12%0. 40 1.8£0.9 8.7£6.3
T 7 Kk AEE 30 10. 73£4. 30 1.12%0. 39 2.0£1.0 7.5+5.5

(Mean=*S.D., n=16)
(ug/mL)
1.6

—e— EFJU%RJ$E30mg [ZE]
—A— 7IhZX§E30
Mean &+ S.D., n=16

PEE  ANGNR RN o - =

B fa] (hr)

MmAEFEF 7Y 2 L IREHER

I HE PR BENE ONT AUC, Coax FED/3T A —Z 03, HERE ORI, RO BRIBIEL - B[] O BRI
(Ko TRRDATRMENRD D,

(3) B
DR L

19



VI. EMEREICEY SEE

4) BE - tRAEOEE
1) BEOEE
fERERR A B+ (8 B ICZ2fER U BRI E A 7Y &V o b L 1A 30mg & B[AlFE O % 5- L 7= I,
BHRBGICBOTREIRD T OIERN I ST LISMTRZEACAR O R E iR 13T A — 2|2
RERAETRL, BRICEDEBIIZ LA LRV EEBZOND P,

2) BrAEDEE

DARIEKRZILY LT HI
ANKR= I LTH (VR Z IR, 7V 759 R) EHATO 2 BERFERE (96]) 2k L
TC1H1IEEAZYZY e LT 30mg 2 7 HMMROEE LIZIE, ©F 70 % v OREBIE L
OIEHILE A CRE(LIE M- ~1V) O i FIRE X B FRIEDO A 2 BUFERFR BE TORR &
HEEILTEY, £, ANF =00 LT RO M IREHER &K OVE B GRISEEBILA L TN RN
31)

Q@a-JILaLF—EREH
A7V R—AFHFP O 2 BERFERE (424 (2L, 1H1EEAZ Y XYL LT 30mg &
ROBE LI, B4 7Y 2V v OEMEEWEFH (REME M- ~IV) o i Hj L ik
DB I ANK =0T LT FIER T O 2 RS R EBRE TORR LT LTS 952,

®ETT7+414 FREH
A RFNV I URERG T ORERAS T (14 6) kLT, 1 H1EIEAZ Y XY & LT 30mg
EROZEG LR, ©F 270 % v OIREILEWEFH CREIBER M-I ~1V) OiffREIT e+
U & B RO A S T TORRE LI LD P,

3) TOMHBHAEDEE
IVIl. 7. fHE/ER] OEESMR
2. EVMRERP/INTA—4F
(1) fEHfAx
ME R L
(2) RUGEETES
B R L
(3) HEEETEH
B R L
@ Y75 vRA
B R L
5) HHRIE
B R L
<HE>
0.63 (0.22~1.04) L/kg (&2T F)

(6) =it
MM ER e L
3. B&EMH REaL—I3Y) #H

(1) BBAT A%
LR L

(2) RS A—RTEHER
MM ER e L

20



VI. EMEREICEY SEE

4. TR
DR L

b. o

(1) M —REIPIEBYE
TR L

(2) mi%&—rEEMEEME
VI 6. (5) #Efa) DHSM

3) FAA~DFITH
V. 6. (6) #=FLhm| OIEZBME

() BR~OBTE
R L

(5) ZOMORBADBTHE
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225 (ROBEHEICFIBELENIE)
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OB EEZEZONDLEEOMN AL TEY, £, BRPIZH LAEEZIEED 5V T5
JELIZEDRENRH D] [11.1.1, 11. 1.2 B ]

2.2 BHIES b— A BERFIESEESOIATSRE, 1 AR RIFOBE iR, 12 ) Ik 2 HRe
DR ME DR EN ML T2 D, ]

2.3 HELNSREREDH L HBE [9.3. 1 ]

2.4 EELBHEREEDH HBE [9.2.1 BHK]

2.5 HIERYE, Filiaitc. BEERMEOHLEBE [4 AV U EFHZ X 2 MAEFEHEREEND D
TARAN O E- 135 S 72, ]

2.6 ARAIO ST UIsBUE OBE O & 2% B3

2.7 $Tha SOFEEHR L WD ATREME O & 5 &tk [9.5 2]

3. MEEXIXRICEHET HEE L EDERH
(V. 2. BBESUTR RIS 5 1EE ) 2RI D2 &,

4. RERUVREICEET 2EELZTDER
(Vo4 RELOCHEICEES 2EE] 22852 L,

5. EERERMIE L ZTNER

8. EEREARANIEE

8.1 RERMATEDOWNIC LD EEX ONDRENEMMICRE L, 0 ARREED 5 VIISRIE
THZENHLHOT, AT OFME, QR EEEN, EROZICER L., BENALNTS
BITELICAFIORAZFRIEL, 22T 5L BEEZRETHZ L, [7.1-7.3, 9. 1.1, 11. 1. 1,
11. 1.2 ]

8.2 LEBEMBEFESLCLDIILMANS HbNDZENHDHDOT, EHMTLEBERRELITH 2 &0
B, BESHREOONTEGEICEEEEZ KT IET 205 WIEEET 7 SEEICEET S
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8.3 FMBICIFHEREREE A2 AT 57 EXLERG AT EHIMICITEEMRE 2 it L, RENBOLN
TS EICITE G 2RI 57 SR E AT S 2 L, [11. 1.3 ]

8.4 [KipsAiL =32 &0 H D DT, HBEFITK LIKMBHER & O O3t IFIEIZ OV Tt il 4
HZr, [9.1.2, 11.1.4 ]

8.5 AH|Z G SNT-HBETEMEOIRAEY X7 NHINT 5 /REMENERICITEE TERVD T,
UToORIZERETHZ &, [156.1, 16.2.1 ]

- EMEETE R R O BRE TG AT S 2 b, Fm. KRS, BEREE OB 2 A T 5 A I ARA
DA RNMER OfERRMEZ HC R L7 LT, 5O R A EE BT 2 &,

- B BRI . BE IIEORBITEMWERIED Y 27 2+ L Thrb&E 552
Lo F o, BEPRICmR, SR, SERBEOERIED bNEHEICIE, BEbICZ2T 589
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s F T, EMIICRBRES ALK L, RESROLNHAICE, BWYRLEEITY 2 &,
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8.6 LI LA ITIX, MbE, JREZEWNICHRE L, RO EZMEI D, 3 » AMELE LT
BRRAESRBEAITIE, BRI OIBEEA~DEI W B2 2179 2 &,

8.7 S R IE PRI, BERFMERBE S BT 26835 Z EBNMLNTEY . AFNZBW
THLHEBFNRH LD THETSHZ L,

8.8 RIMPHERZEZFTZ LN HDT, MITEE, BEEOERFEIIHEFL W HEBEEICERST
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8.9 a-/Nav X —VHEAILAA 1 B 45mg DU DLEMIIMESL L TRy (SR
IEEAERD),

8.10 a- 7 Nav X —CIHEA], ANK= Ly LT RERKLORAD 3 Kz GT 550 %
EVEITMENL LTy, BERRBREGE L 0 . BIERRBIENE K 22HANRO TV,
8.11 B/ 7 A RRIEHNLAA| 1 H 45mg OOFHIZI T 22 RVEITMENL L TV7wy (fF ARRBRIXE
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9.1.2 BEMEZECTETNDOH DI UTDEEXILIKE
- T AR A 2 X IIRIB SRR 2
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SEEOT IV a— LETRE
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BHLRNZ &, [2.4 2]
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HEICHGT 5L,

9.3 FFigRElEE RS
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4) XhEReEET HE
BREEN TV

() Wi

9.5 tE4m
PRI SUTIESR L CW D ATREME D & 5 MB35 L2 2 L T v MEVE TR 508 T,
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24



. &2t (ERLDIES%) ICET51EH
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11.1. 4 {Em#E (0. 1~5%A)

fh OREFRIFE S & OPEF <, RIMEFER S H S d Z L2035 5, RIMEER RS 55,
AHN D DT LT 2R 2 — R IR 208 2 WIRE T 5 70 CEEICE G
52 &, Flol AROREIZ XV RMBFER AR D NG5 I IEE 2 G am 2B 57
CHYIREEITH 2 &, 272 L, a-Za v A —VHER L O X0 RIEER 23D 5
NIZGEIET Rz #5352 8, R, RIOBEERIZA > 2D UOFARFICZ < BT
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15.2. 2 FEHEME R IRIESE (familial adenomatous polyposis : FAP) DET /L& TH 5 Min <
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1. B~
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WT-ES M EEAREBFZE. 1997, 74: 1540-1556

B M BEAREBFZE. 19975 740 1250-1277

B M BEARE T, 1997 T4: 1278-1306

TS M BEIKEAFTE. 1997 74: 1491-1514

ey il AR EBFZE. 1997; 740 1515-1539

ERM R R fth: ERAK & AFZE. 19975 T4: 1614-1626

MRy fh: EEAREWFZE. 1997; 740 1557-1588

MY il ERAREBFE. 19975 74: 1589-1613
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Sugiyama Y, et al.: Arzneimittelforschung. 1990; 40: 436-440 (PMID: 2192715)
Hayakawa T, et al.: Biochem Biophys Res Commun. 1996; 223: 439-444 (PMID: 8670300)
Murase K, et al.: Diabetologia. 1998; 41: 257-264 (PMID: 9541164)
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Kawamori R, et al. : Diabetes Research and Clinical Practice. 1998; 41: 35-43 (PMID: 9768370)
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t R~ CYP IZkPAIEH (72 b AEE: 1999 479 H 22 HKE, HEEEEHEZE~. 2-5 (3))
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WM fl ERAKEMFZE. 19975 T4: 1627-1637

AE B77 fh: SEE L J598. 19965 24: 2597-2617

Lewis JD, et al.: JAMA. 2015; 314: 265-277 (PMID: 26197187)
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Hsiao FY, et al.: Drug Safety. 2013; 36: 643-649 (PMID: 23797604)
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45) Lefebvre AM, et al.: Nature Medicine. 1998; 4: 1053-1057 (PMID: 9734399)
46) tENERL: KRR O EMERER (5 15mg)
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1. ELNETORTRKR
WS CTOTERIRFBLITIUTD LB THDH, (2024 4E 1 HEHIALE)

ESE K584
B/S ACTOS
R ACTOS

H) EfRSAICOWTIR, T4 B ABRO 2 NWRERIRIE L TW D,

2. BHCEIT SRR IEER
EIRICEAY HEMEHR CREDRMAXE. A—X S ) T7HES)
HAROEHRXO 19.5 fhbw)  [9.6 M OHOFHEIZLL TO LB THh Y | KERAMCE, &
ESPC, A—A NZ U T EITELR B,

I . BEDEREZFITHIEBICEHT HIE

9.5 13t&%
I SUTIEE L CW A RIEEME D & 2 ZMEIZIT R G- LanwZ &, T v MBI #5500k Tl
40mg/kg LA EORETHE « JRIESEC RO EE, HAROEFRORMEN, 7 X ERE IS 53R
TlX, 160mg/kg FECTHIEM OB ULIRPEN EZH 1 I, IR - IR RO ESERA LI TN D,

(2.7 ZM]

9.6 =ELIF
16 EOR MR ORFLRBEOR ML B E L, IO U LA BRFT 2 2 &, BER (F
v B) THHHA~BITT D2 EnHE S TWVWD,

aaiil RN
KERAT S 8.1 Pregnancy
(20174E12H) Risk Summary

Limited data with ACTOS in pregnant women are not sufficient to determine
a drug—associated risk for major birth defects or miscarriage. There are
risks to the mother and fetus associated with poorly controlled diabetes
in pregnancy [see Clinical Considerations].

In animal reproduction studies, no adverse developmental effects were
observed when pioglitazone was administered to pregnant rats and rabbits
during organogenesis at exposures up to 5—and 35—times the 45 mg clinical
dose, respectively, based on body surface area [see Data]

The estimated background risk of major birth defects is 6-10% in women
with pre—gestational diabetes with a HbAlc >7 and has been reported to
be as high as 20-25% in women with a HbAlc >10. The estimated background
risk of miscarriage for the indicated population is unknown. In the U.S.
general population, the estimated background risk of major birth defects
and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%,
respectively.

Glinical Considerations

Disease-associated maternal and/or embryo/fetal risk

Poorly controlled diabetes in pregnancy increases the maternal risk for
diabetic ketoacidosis, pre—eclampsia, spontaneous abortions, preterm

delivery, still birth and delivery complications

Poorly controlled diabetes increases the fetal risk for major birth

34



Xi. &&%#

defects, still birth, and macrosomia related morbidity

Data

Animal Data

Pioglitazone administered to pregnant rats during organogenesis did not
cause adverse developmental effects at a dose of 20 mg/kg ( ~ 5-times
the 45 mg clinical dose), but delayed parturition and reduced embryofetal
viability at 40 and 80 mg/kg, or >9-times the 45 mg clinical dose, by
body surface area. In pregnant rabbits administered pioglitazone during
organogenesis, no adverse developmental effects were observed at 80
mg/kg ( ~ 3b-times the 45 mg clinical dose), but reduced embryofetal
viability at 160 mg/kg, or ~ 69-times the 45 mg clinical dose, by body
surface area. When pregnant rats received pioglitazone during late
gestation and lactation, delayed postnatal development, attributed to
decreased body weight, occurred in offspring at maternal doses of 10

mg/kg and above or >2 times the 45 mg clinical dose, by body surface area.

8.2 Lactation

Risk Summary

There is no information regarding the presence of pioglitazone in human
milk, the effects on the breastfed infant, or the effects on milk
production. Pioglitazone is present in rat milk; however due to
species—specific differences in lactation physiology, animal data may
not reliably predict drug levels in human milk. The developmental and
health benefits of breastfeeding should be considered along with the
mother’ s clinical need for ACTOS and any potential adverse effects on
the breastfed infant from ACTOS or from the underlying maternal

condition.

8.3 Females and Males of Reproductive Potential
Discuss the potential for unintended pregnancy with premenopausal women
as therapy with ACTOS, like other thiazolidinediones, may result in

ovulation in some anovulatory women.

He[ESPC
(20224E3 1)

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no adequate human data to determine the safety of pioglitazone
during pregnancy. Foetal growth restriction was apparent in animal
studies with pioglitazone. This was attributable to the action of
pioglitazone in diminishing the maternal hyperinsulinaemia and
increased insulin resistance that occurs during pregnancy thereby
reducing the availability of metabolic substrates for foetal growth. The
relevance of such a mechanism in humans is unclear and pioglitazone

should not be used in pregnancy

Breast-feeding

Pioglitazone has been shown to be present in the milk of lactating rats.
It is not known whether pioglitazone is secreted in human milk.
Therefore, pioglitazone should not be administered to breast-feeding

women.
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Fertility
In animal fertility studies there was no effect on copulation,

impregnation or fertility index

garl
F—A T U T B3 (202345 H) *

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

%  Prescribing medicines in pregnancy database (2024704709 7 7 & R)
<https://www. tga. gov. au/products/medicines/find-information—about-medicine/

prescribing—medicines—pregnancy—database >

INREF(ICRET HEEE
HARDODETFHRILD 19.7 /W] OIEOFTIIFILLTOLEEY TH Y . KEORAM CERVPFEEDSPC & 1T
B 5,

). BENERZEITHEFICEHTIEER
9.7 NRZE
NI G L U T B RERBR 13520 L TRy,

it RN
KETRAT S 8.4 Pediatric Use
(20174:12H) Safety and effectiveness of ACTOS in pediatric patients have not been
established.

ACTOS is not recommended for use in pediatric patients based on adverse
effects observed in adults, including fluid retention and congestive
heart failure, fractures, and urinary bladder tumors [see Warnings and
Precautions (5.1, 5.4, 5.5 and 5.6)]

e [ESPC Paediatric population
(202243 1) The safety and efficacy of Actos in children and adolescents under 18

years of age have not been established. No data are available
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EA45 1R 8 15mg TZE] *©
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AREATEH B 4G 2 A 1 & A 2 & A 3 & H
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EA45Y) %Y 8E 30mg TZE] 7
PRAFESAE © 25°C £2°C/T5%RHEB%RH SBEYE - BHAR

PERIE H BA A 2 #H R 145 A 2 & H 3 A
A8 HEOKmER | AEOBkE | BEOBER | AROBER | AOBKmER
Ea (%) 99. 8 100. 2 100. 3 100. 3 100. 2

(2) HRiE - BAMRUREREF1—TDEBMN
BRI, TR BEEG AN K7 v 7 () CIED)JICHET CTTFRRPIEICHE S L7 ©19,
1) ABRFE
[ e syl ]
< 30mL DT 4 AR U UITEERIE AN D,
« 55°CIZIR O T2 /KB K % 20mL W AT 5,
<5 rfiE (HAEE L e Wiga, S HIC 5 okiET %),

(ot PR ]
CIEE V. ERINSBLIZOL, BT —T @Y,
2) PBRAE R
H7e4 AR SRR AR 1 3 P R
A7) &2 82 15mgl ZE 5 4y LAPNIZ AR - U8 8Fr. BT — 7 /L % il
A7) X g 30mgl ZE ) 5 Sy AN HREE - R 8Fr. 17— 7 /L % @i

(n=3)
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