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21 OALOBER LA EOBAEEO S 25 BE (BRI
B CIEBRIMEE OB LS (B2 & F 2 550
FEEOMMNAHRSNTEY . 72, BEWIC D OARS % HE
HDHVIIEIE L7z L OWENH 5] (1111, 1112 BE]

2.2 FHE b — 2 AL WERE VSRR L B ERE, 17 R O B
B WL, A v A VS K 2 R e v IR O TE A JE &

2.3 HJERITHREEEODH 5 8F (931 SH]

24 HELZBRERTODHLEE (921 ]

25 HIEEGGE, TRt EE2IMEOHH8E (1A
YESICE 2 MBEER PR END O TERAOKG13#E & 7

2.6 AHOBIR LBBHEO AL EE D & % B
2.7 WHEUIIER L T A RO & 5 itk (95 2

3. fERk - MR
3.1 #R
Wi, Yt 7)) % 0D YA 7)) % 0D%E
15mg [HEL] 30mg [HEL]
15EH 15
Yd ) 7 U ERE | ¥ ) & U R
BRI 16.53mg 33.06mg
(Exz)syreLT|(Exryg kLT
15mg) 30mg)
DYy b=, IV AT—AF N T L, BF
A Dﬂf:/f\:rt”»t\)m—x\ 75317]‘4’\151\:“/\‘\7‘\
750 —A, LAY M=)V, ATFTTY) VBT T A
DAVFA
3.2 BAHIOMHIR
B4, Y 7)) % 0D YA+ 7)) % 0D
’ 15mg [HET ] 30mg [ HEET ]
FIIE HFA D OFREE (OWEN REEEE)
k] Hf~i i A
- /N /N
A e/ N
AP | B
i) — —
B (mm) 7.0 7.0
E& (mm) 26 27
B (mg) 120 120
- . 7123 7124
Ak F 15 30
WEEa—F @123 124

4. REENIIFHR
2RIPEPR IR
L. FTROVWThADBETHIEHRPBESNT A2
CEGMIEE SN BEEICRS,
1.OREEE. EFEEOHL
QBEEE. EFEEAICMATRIVEAZILY L 7% HER
QREEE. EBEEICMA Ca-JNVaLd—tHERZRE

A
@OEREBEE. EHEECMATET 71 FREREER
2.BEER, EBEACNATS AU BB EER

5. SHEEX IR ICEHES X8
RENEHERT 2560, 4 A0 VRPUEASEE S h b BE IR
ET LI L, A A YIPUEO B2 EE (Body Mass
Index=BMI kg/m?) T4 EdH D \IEA v ) V45 uiRiED 2
JERE A A > 2) SET5 u U/mLEL &3 5,

6. AERUVHE

(BEEE EHEEOADGARVBERE, EEBEEICMAT

ZIVEARZIILFREIRITa- TS 4 —EHRERELLBESTT

T4 RREHEFERT 254
HEL RAIIZEF 7Y ¥k L T15~30me% 1 H 11al 8 A Fi
NI E RIS T 5, b, R, Hih, IR X 0 #EE
WIS A, 45mgx ERRET 5,

(BEEE. BEFEECMATI R C8HEERT 558
JHEL MAZIZEF 7Y ¥y & LT15me% 1 H 1A ART i
HlERRICREII S35, B, R 4FlG. SERIC L D B E B
5D, 30mgx FRET 5,

7. BERUCHEICEET 5FE

7.0 FESLEA LIS R SN TW AT, Khic#EES 15
et PEOEBICEE L, 1H1E15meh 5% 5% MiG3 %
CENEE LV, [81, 1112 BH]

7.2 1H1[E30mg7» 545mgll e U 72 R IFE DS L 7281574 <
AHNTWEOT, 45mglliim 3 258121%. FEOFEIHICY
BETAZ L, [81. 1112 =]

73 A XA Y EDPHFIZBWTIE, BESLCREENTWS
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. SO RAERI. EROZIEE L, BEDVALNHE
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FEOBEA: % A3 5 B IR FNOH R L et % 451238
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Ry RS DRERDFED SNIEAICIE, BEHIIZET5 &
H)BFEIIRET S L,

s PFeGE, EIIRRESE T Ei L. BEITREO SN E
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11:3) FHEIORERFER T, LBV CEITOFEBEE LA 25580
LTV D, ENOERERT — 5 N— 2 & w7yl cidy
IS, X MRV VIR SR LI L T YA ) & U ViR
WG & RHN B CTHIDY) 27 OBMAFED 5 Tw 52,
H4) P, REHINICE S TH O DND LD L. BT
DELEDFRO BN A S WPLFIE O W] gtk = Z R Ll ) 2 AL
2T 2 Lo

14. BHEDEE

141 FEFZFEBEOIE

1411 PTPREOHFNIPTPY — b2 bMWY L TIRAT5 L9
RS 52 L, PTPY — b ORRERIZ X ) . A S0 A A
AHIA Ly BICIEZRILE B 2 L CHEMST 9558 0 F k70 & BFHIE % BF
BITLIENH D,

1412 AHNTEO L0 CTHER 22 S &2 & T 5720,
K7 LCTHRATRETH 5. £720 KTRATAZ L TE %,

15. ZOMDEE

15.1 ERFRERICE D (1B
SN CIENE L 72 RI R 2 oeb R & L 73R iige (104F i oo 8L
Bk — MIEZE) 12T B OSLE ) A 7 ISR A
HATREO SN e o7oh BNREDSEE) 2 7 8o etk %
IR BT b it ST 59 6, [85, 1521 ]

15.2 FEERARHBRICE D B#R

1521 F v RO~ T AI224 7 SRR RS- L 72308 T,
7 v bHED3.6mg/kg/ H U E DRI BEIE S 25 5 7z [85,
151 2]

15.2.2 FEM KIGIRIESE (familial adenomatous polyposis :
FAP) ®OEFVEMTHAMin~v ™ AHEHE (raz) v Rk
vravry YY) BROKGLE A, BBEEOHIL UK
XEERBEAKEELOWESH B9,

16. EYEHEE
16.1 MAigE
16.1.1 REH/RSE
R AT (66) ICIHIEE A7) ¥V & LC30mgx9H B (2H Hidfks) K18
OG- Lo, RE(LR R OEHAL G AR CRELAR + M-I ~1V) o6
FEL, BERGICL 2 Bt E 2w 0L EZ 5N,
16.1.2 EMZHIEEMHER

(1) Ex51 &Y >0D15mg [HETL]

Yk 7)) 5 »0D§Elsmg [HIET] ROT7 7 M A§El5% . 7 HAF —N—iki2 k) &
nEN1gE (€470 %V v LTlomg) R AY T/ RIS Okd b,
K L) LS sp REALARE 258 L, 35 N7z siE/ s 2 —4 (AUC,
Cmax) 22\ TI0%IE X i i AN % 47 - 72454, log (0.80) ~log (1.25)
DOHEPFNTH Y . WHI DL R S 7210,

(k7% LIRAIZE A 2770 > 2 OD$Elsmg [HET] OA T, 77 b A§E1513K TR
)

B ST A~ 5 kL)

HIEINT A =5 BEINTA—F
AUCo-18 Chnax Trmax tiz
(ng * hr/mL) (ng/mL) (hr) (hr)
Y7 % 2 0DsE
15mg [HET ] 7864 = 2996 786 +234 29+11 6.98+1.85
7 7 b A§El5 7651 £1927 793 +238 19=10 7.01%249
(18845, Mean=S.D,, n=20)
(ng/mL)
1,000 4
800 . . 'R o
—e—t#7 1) %2/ ODsE15mg [HETL]
1m
¥ Ca. .
s oo | AT b R§R15
z 1§E#%5, Mean®S.D., n=20
1t 1L
f w00
-]
B
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0 T T T T T T T T T T T 2
0 4 8 12 16 20 24 28 32 36 40 44 48
R (hr)
MAEh SR ERERS (k7 L)
HWEE T A—F (kDY)
HIEINT A= BHEINT A =5
AUCo-18 Chnax Trmax tiz
(ng - hr/mL) (ng/mL) (hr) (hr)
Y7 % 0DsE o9 . . . N
15mg [HET ] 7819 %2023 799 =190 16+06 6.96 +1.69
77k AgELS 8444 +1759 869 +181 16+09 6.12+1.27
(1845, Mean=S.D,, n=20)
(ng/mL)
1,000

800 —e— U515V 0Ds15m [AETL]

m

£ ool a7 b R$E15
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B5fE (hr)
MEEh SRR (kD 1)

MAERHEEENE OIZAUC, Cmax®E0 /85 4 — &1, Bl OIR, ARE ORI - B
55 DO RERGME I & > TRR B HMED D %

(20 EF%7U %Y 0D&30mg [HEL]
Yt 7) 5 v0DE30mg [HIET] RUO7 27 M A§e30% . 7 HAF —N—ii2 k) 2
neEnlgE (€470 % v vk L T30mg) MR AT FICHEHEEREORS Okd ) .
K7 L#) LT REALRIRE 2 HE L, o N HiE T 2 —% (AUC,
Cmax) 122 TI0%E HEX L TRAETENT A 17 - 7285 R, log (0.80) ~log (1.25)
DFEFANTH ) | WH O W R RS AR S 7z,
k7% LIRFIZE A 77 ) > 2 0D$E30mg [HEL] oA T, 727 b A§3013K THR
Jiib)

EMFEE T A -5 k% L)

HIENT A—F BEINT A=Y
AUCo-18 Chnax Trmax tie
(ng - hr/mL) (ng/mL) (hr) (hr)
Y7 5 0D§E -
30mg [HIET ) 13394 4205 1312+509 27+11 693+1.25
77k AE0 14021 + 3813 1236 + 369 22+15 773182

(1545, Mean=SD., n=14)



—e— LA+ &J>0DsE30mg [HEL]
--A-- T 9 b X$E30
1§84%5, Mean®S.D., n=14

P
B (hr)
A R RS ORZ2 L)

SEWERE T A =5 kb D)

HENT A—F BEINTA—F
AUCo-18 Crnax Tmax tiz
(ng * hr/mL) (ng/mL) (hr) (hr)
Y7 %2 0D§E
30mg [HET) 13860 + 3063 1384 +351 18%11 6.93+149
7 7 b A$e30 14682 = 3975 1382+435 2214 868+6.04
(1§#% -, Mean+S.D., n=20)
(ng/mL)
1,800 1
1,600 4
1,400 4 —e—E+ %71 %> 0D§k30mg [HET]
i 1,200 4
i b --A--T7 7 kN X$E30
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PE 600 -
=
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16.2 BR4R
HERER AT (8) (1ZZefERE I ARICE A 20 & 0 b L CLRI30mg % H AR 18
LU 7z, ERS mxrkNEﬂs@Tmax@LF:ﬁ\A‘bﬂtumzﬂﬂt%@ 3]
FHEERRIY/NT A= F TR E R, BRICEZHPBIILA LRV EEZSNL9,
16.4 K3
EA 705y of#ICIEF ~ 70— AP450 1AL, 1A2, 2C8. 2C9. 2C19. 2D6.
SAMDOBB DG THNEEG L Cwb, $72. ¥ 7)) F U vide bF b2 u— AP4505
FHEEB I 70y — 20RBETEICKH LT, F b 20— AP450 1A1. 1A2. 2A6.
2B6. 2C8. 2C9. 2C19. 2D6. 2E1. 3A4IZIF & A EWBEE 5 2 212 1) (in vitro) .

?é)kﬁk/\%% (1461) (22 EF 7)) 7 2 & L CLI30mg % B L1572
RHZIEEE LTM-V ~VIAHEE S v, #5548 £ T o BFER h R34
30%“60‘5)%1170

16.7 EYHEE(ERA

16.7.1 ZRJILKRZILILTH
ANRZNVTLTH (VR 25 IF, 7Y 2 I Y9 F) MHAT028BERFEE (9
B) 2R LTy THIEE A 7)) & > & LC30mg % 7H MRS L2k, ¥4 70 %

VY ORZEACE T EHEALE W AT CRELE + M-I ~IV) O rp e d 4o
HO2RBERIFEE TOMRELETPLTBY . T2, ARV L7 HO i i
BRCEAKERICEEEAS L THRWVD, [102 B]]

16.7.2 a-7)aY 5 —EHREH
R R — 2fE P O2BMEIRFEE (4261) (S LT, IHIREA 7)) v & LT
30mgx KL Lk, K 7)) &y ot bawast CRELE+M-T~V)
I AP P S AR TE O A UL AV AR Z vy L 7 FIE T o 0 2B PRI ER T O &0
BPLTw29, [102 ZH]

16.7.3 EJ7FH1 FRESH
A NI VARG OB AS T (1461) 1 LT, IHLIEIE A 27 ) & v & L
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B PR B 18
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17.1.1 EREEAE AR, FIAERR
QRIBEIRIR B R HIZ, THIEY A 7) & v & L C15mg. 30mgid4bmg % %5 L
7 CEEMILERR O SRR B\ T ARA IR FE AT S 11728214
mfzﬁ+ (Mrh&epedas ] Pk) 1350.8% <417/82119J) Td 510 18) 20,
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(REAE. EHEEDHD2RIFERR)
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EIEF S BUEX, 169% (13/7761) C. EREIWERILFME - & <A (961)
(BEFE, EBERESEICIMA TRILKRIILY L 7H % E /R O848 RRE)
17.1.3 ERH MRS

TH1EE 4 7)) v & LC30mg# 128 M4 5 L7245 %, HbAlc (JDSME) X124+

1.33% (561D T + FEHEMRZE) O TFREATRO S TWDH2,

EIVEF S B L, 105% (8/7661) ©. FZaRIfERILITHE - & { A GFl) Thoiz,
(BEEE. EBEEICMA CTa-Jad 4 —EHEES % A O28NERR)

17.1.4 ERXEIHERER
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Thol
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(BEAEE. EBHEAICMA TE I 7+ 4 NREH % ER P O28FERR)
17.1.5 EINFE MHERER
1HIEE A 7)) & v e LTlomg# 1280, 2O #%30mg % 168 %5 L 7245 5.
HbAlc (JDSfH) 120.670.80% (83BI D T3l = (R %) O FREIRD SN T
625)0
[ R 0 B8 % S RIVEHIAT15.7% (13/8361) 12378 i,
Bl) . RRYPEIFEIE. LIEEE X OBNP LA (%5261) 2R &Tho7z,
(BEEE. EHERICMA T >R B % EEhO2RERRB)
17.1.6 EIRFE MHEFR
LHIEEF 7)) & V' & LT30mg# 163 HH 5 L7455, HbAlc (JDSfiE) 13122+
L11% (5B F35fll = BEHEMRZE) O TREATRD 5TV 52,

RO b, FEaEIERIEEE (6

T EERIRE (3

i PRRRAEA 0 S % & U EIEIN2%66.7% (40/6061) (27860 &AL, 72 B s =
(20%1) . ARAYMEFIE & I LDHIS AN (&1161) 7 & Tdh - 720

18. FhFEIE

18.1 {EM#F

Er 750 in’ YA VEFRDA A /ffﬁé:ﬁréur:r ERLTA v A ik
PEREI L FFICB 1T 2 M4 2 J0H L, KRR B0 2 BRI 2 s o Ml 2 T &
®ho TOMEMIE, 422 YIFEOERTH 2 MIBN A~ A EHRIEERM % 1E
FALTHZ LI D LIS DD,

18.1.1 KIEMBEICH T D12 2 AR
Wistar fatty7 v FO&%EE 7 AHIZBWT, A ¥ 2 Y OfEH () a—7 v &k
ORFETCHECER]) B3R T 5 (ex vivo)o F 72, Wistar fatty 7 v b ORIZEAE PG
HLM R SR 0 BRI IC BT, 4 ¥ 2D YO (F 0 32— AWAE R ORI R A& 1
TCHEMER) &8RS 22 (ex vivo)o

18.1.2 FFICH T2 1R {ERHER
Wistar fatty7 v MIBWT, B A7 VvadF—EoiFtEs kL, 7 a— -
6-RAT 7 7 —EOWEERART S, BEEEZIHIT 2% (in vivo).

18.1.3 1 > 21 > ZEFERAMA
Wistar fatty7 v s OFHEHIZBVT, KT L2A Y A Y EZEERTA ¥ R) VZ%5
HIEDY) Y BALZ EHLL. KA T 7FINA ¥ b —V-3-FF— LDz T
%30 (in vivo ).

18.1.4 TNF-a EAEMHIER
Wistar fatty7 v M IR0 55 GHEF TNF- a #EA TUHE % J0 L
HEZ WS 532 (n vivo )

18.2 PEHIEEER

18.2.1 g, MBI AR O2RBE R EE ICIHIE Y A 7)) & v 2 & LT30mgk
120G L - ZEEHHEGRER I B, 22IEREEE, HbAled TR, 15-AGD L&
DR LTV B2,

18.2.2 L. EEPRIEICIAZ TANAZ VY L 7R % M h 0280 g B 121 H 1
[FEF 7)) % & LC30mgk 128 M H% 5 L7z “EHEMRILEGREBRIC BT, 220
FEIILHE . HbALcD FRE. 15-AGD LA, M4 > A ¥ O FREARRO 5T 52,

1823 FTFRE, BRI A TR Z ) K — 2 2 [ vh o 28 R 1 H 1 ¥ o

7 & vk L C30mg % 1681 BF %5 L 7 ZEEMILEGRERIC BT, HbAled T
SR LTV D),

R, EEREEICINZ T A M AV X R T 028U R L H 1
75y e LTlomg#k 12080, Z O 1%30mg# 168 B F %5 L 7 ZE H MG
2BV, Z2JEREMRE, HbAled FHEATRED HIL T 52,

18.2.5 M, MEBRIIIINZ TA ¥ A ) ¥ B % I rh O 2B R EH L H 1 €
F 75y E LC30mg & 16AM IS L 72 ZHEHILEEURIC BV T, 2R
B HbALeD TREDTRED H LTV 520,

18.26 1 v A Y% AT 2 L RI2RBERAGE 7 VB (KKAY~ 7 A, Wistar
fatty7 v M) 12BWTC, BIEROEA ¥ A Y IUEX BT 50 —Ti. 4 VA1) UK
ZOVRBERBEE T VE (A NV T MY CHRET v b)) o, BT v b
(Sprague-Dawley 7 v ) OIEH M IR %R S 2029, 39)

18.3 MiHERESEER
A VA VARBUEE A L. THERE R & 7R3 Wistar [aLLy7 v b KO Zucker fattyJ v
MIEF 7 5 v %10~ 12H#ES L, 200t 1 7V 3 — A Z & kG- Lz &
ZAH, WA= ARG HOMEE TV 3 — A EAOERIROA » A 850 OB A
RROLNTVE2. 3,

184 A > XV VRS EEA

18.4.1 FHHRIEL, EBIE O AT EFHE, EIRLEIMR TAVA=Z VT LT H %
T Q2RI EE I IHLIE E 4 7)) 7 v 2 & L T30mg % 1208 #% 5 L 72 R 3EFL
R (FVa—A - 752 TE) 2BV T, BRHEEK O ORI AR D LA AT
&)D)ﬂ’(p\é'ﬂ). 36‘,c

18.4.2 A ¥ A1) YEFUMEE A L ITUE IR C & 5 Wistar fatty7 v M RO CTH %
Zucker fatty7 v MIEF 27 ¥V v &14H ﬁﬂ&%“- 20MEMIEERICA v R v AR
HL7:LZh A v A Y G HO MK T ORRATRD 5T %29, 33,

18.4.3 NEiGAE RN Td HKKAV~ 7\0)1&]%’1%0)7 )3 — 7 VG &Uaﬂ*hﬂl&lﬁa
WAL DREREI W 53~ A > ) > IR OBERL Y sAH % BN S & %39,

18.4.4 NNl ELRE bR C & 5 Wistar fatty 7 v b O & Off A 2 461 L. K IC B
1 2 HEOFI % 5560 %30,

19. RN ICET HEBLARIFR
ﬁxl’l’)%ﬂ YA & UHEERE (Pioglitazone Hydrochloride)
! (5RS )-5-{4-2-(5-Ethylpyridin-2-yl)ethoxy]benzylithiazolidine-2,4-dione
monohydrochloride
C 1 C19H20N205S - HCL
SrFat : 392.90
1 ORISR IEOR K TH 5,
NN-VAFNRVLAT I FLIFAY ) = VIZRRBEFR T, =8/ =
(995) 1ZHEIFIZ< KL KIZIBEA BT B,
0.1mol/LYGREFAT I T 5
NN-VAFNVAVLT I FEHE (1-20) 3HEtiEe R s 2w,
(bt

v SALE AT LTl

H
i S
HsC =
3 ‘N >?O < HCl
A o o TNH
RUSHHGRMENS

20. BURWL EDEE

TV EH - HERGEAE R TR 5 L.



22, A%

(E# 7% >0Ds15mg [HETL])
1008 [10%E x 10 ; PTP : §ZHIA D ]

(E#F %)% >0D&30mg [BET])
100 [108 %10 ; PTP : #2JEHIA D ]
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