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BEARGE AR B - 201642 2 4 8 H
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V& & LB TRt ST, ARFRICIIT 2 BHFIE 1991 4F X 0 BAh Sdv, #4215 ILARER IR
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Wb, (VLS. (1) ERAREWER & PIHHER) OHEBM)

EERE - EEBEOREITo TV HEE TIX, BEIME 1 XX 2 RefiEA 200mg/dL DL k%
R EICORRENEEGETH L,

RFRE - EEIREIOIN A TR O MBERE FAISUTA A Y CHRFIAEH LTV D EE TR, E
ERE MRS 140mg/dL L EZRTHAEE BLE LTAAEZZKGTDH 2L,
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1. BR%E4
(1)#4
¥ A TVPEE 25mg. B A 7 ILVPBE b0mg., & A 7 /LPBE T5mg
YA 720D & 25mg, A 7 L®0D &€ 50mg, &4 7 L®0D £E 75mg

(2)F &
SETIBULE® Tablets 25mg. SEIBULE® Tablets 50mg. SEIBULE® Tablets 75mg
SEIBULE® OD Tablets 25mg., SEIBULE® OD Tablets 50mg. SEIBULE® OD Tablets 75mg

(3) BFHDHERE

BB G M K DEOEHECMEEF LI L, HRFEEOEMERKS (B4 T7T5) 2L
IRTENITE WD FAWEIAD T STz,

2. —fB4&
(1)%04 (%)
27U k=L (JAN)
(2)%4 (ma%)
Miglitol (JAN, p—INN)

(3) AT L (stem)
—-gli- &R

3. BEAXIERERX

HO (\OH
N

FRRUDTE
? . CsHy7NOs
F= :207.22

=2

RS

5. {LZEH8 (i) XIFTXKE
(2R, 3R 4R, 5S5) —-1- (2-Hydroxyethyl) -2- (hydroxymethyl) piperidine-3, 4, 5—triol (IUPAC)

6. BR%A, A4, BE, LEES
YA 7 VEE : Bay m 1099, SK-983
A 7L 0D BE : SK-217. SK-218. SK-219
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1. YELFHHEE
(1) 58 - 1R
HE~EHEAGOMRTH D,

(2) =fEtt

KIZEETFOT L, =& 7 —b (99.5) ITIEE A EWITF 0,

1) A FREE 9 D it (25°C)

VLS ViR MHJE T X 2R DB
A FaX)—) 1. 14mg/mL wWiFiz <
TER=KUL 0. 074mg/mL FEAETET R
Hifi— F )L 0. 014mg/mL FEAERT RN
/A= 0= 0. 01mg/mLAif; FEAERT RN
NI 0. 01mg/mLAif; FEAERT RN
2) KRR 2 AR (37°C)
YIS ViR 2 FHJE IS X 2R DR B
7K 791mg/mL BT 0
0. Imol/L¥GfR 794mg/mL BT 0
pH6. 8 U > FAHERR T K 788mg/mL R B

(3) WimtE

DR MEIERRD ey (BR SRS AL 90%RH LA E),

(4 (fiEm), B, RER
BN s 144~147°C

(5)BMIEEABTER
pKa=5. 9
(6) nELiR%
FR I EifRER (=42 % 7 —v/7K)
7K 2.2X10°
0. 1mol/L ¥iFg 1 X 10 A
0. lmol/L KEE{tF H U 7 A 1.9%X10°

(7) FDDEL R4 E
WEYEHE © [a]® = -7.3° ~-8.3°

(Bl s U7~ 6 o 1. 2g. /K. 50mL. 100mm)




2. AT DEREHTICETEREN

ABRIE H PRAFSAE PRATHI PRIFIERE B R
FAu/
EWR a5 | 25°C. 60%RH 3674 A RYZF L o488+ HEEN
T 7 AN— KT A
FAu/
IE G ER 40°C. 75%RH 64 H R F LR+ HIFEN
T 7 AN— KT A
T 70°C 3 A %E£Ziﬁ ik
(RERE)
o MR O (BEE) &
WESER | W | 40°C. TBURH | 6 %%;%fﬁ OB O PEIR 0 800 25
" (LAs3RE Bt
L | ¥eLTT HZ AL
it 151 24 ] (B AN
HEHEH
FEHIORGER - MR, FEREE, pH, BlUS. ¥R, HGWwE. e, &

AR - PRIR. pH. VSR, BRWE. WOBRRE, TR

wrE AR <JEEE - WREE>  PRIR. BEOLEE. pH. Ml VIR, BGMHE. FOERECE.

wEGAER <> RIR, HBME. TR

3. AMAS OMERRBE EE

fieRB T BRIA

AR 7Y b ORRRBIEC LT 5

(1) FRAMBEIL AT S VRETE
(2) @/~ 777 4—

EEE

THR] 227V F—OERIEICHELT S
Wik o~ ~72 74—

i
il




V. ®HIICBE9 5IEH

1. HElf
(1) FfRz DX A

A TNEE: T4V a—T 4 T BE

A 70D EE - DENAREESE (FREE)
(2) BEIONE R UMK
W5t 4 A 7 VEE25mg | A 7 VE50mg | £ A 7 VEET5mg
e 8 o T [ H AR A B EERA DO 7 4 VA a—
A (DBHEBED7 1 VT4 T8
AI—F 4 75
. P PR
* (sc]=s) [5@3%) Sc | 397)
- | osT )
W | (25 (s0] ) (78] )
i — — —
B 10.0mm 10.0mm 12.0mm
WE 45mm 45mm 5.0mm
Ex 29mm 29mm 3.3mm
HE 129mg 123mg 184mg
kgl 2 — F Sc395 Sc396 Sc397
. ¥4 70D ¥4 7 IOD%E ¥4 7T IOD%E
e o5 N _
bmg 50mg T5mg
1 - FE EREXDE S
* |/gau I'@ _E\Q\\ﬁl I'I{ff;% é\\l
T\ by \28/
M| E (i) ﬁﬁﬁm f?qw
i — — I
[k 6.5mm 85mm 10.0mm
JEx 2.3mm 2.8mm 3.0mm
e 90mg 180mg 270mg
kgl a—F Se25 Sch0 Sc75




(3)#Aa—F

YA TVEE2mg  FOREBAL ¢ A, PTPS — b E{H/FRNE © Sc395
A T EESOMg  FOREBAL : BEA, PTPL — i/ FRNEA : Sc396
YA TNVEETEMg  FOREBAL ¢ EAI, PTPS — b E{H /FRNE @ Sc397
A 7 LO0DFE2mg  FARERAL ¢ BEA, PTPY — M, RARNE : Sc2b
A 7 L0DFESOmMg  FARERAL ¢ BEA, PTPY — M E i, RKRNE © Scb0

YA 7 V0DEETE Mg FToREML ¢ $EAN, PTPY — ME[H,F/RNE : Sc7b

(4) BFIDNE
AR L

(5) Z it
YL

2. HEIOHERK
(V) EMRS GEMRS) DEERUVHMHF
R4 A 7 VEE 25mg Y A 7 VEE 50mg Y A 7 VEE Thmg
o Ligd THE) g THR) LgEd THR]
AT 7Y h—/l 25mg 2 7Y h—/L 50mg 27U h—/V T5mg
fEmtEre—2A MUE | FBEAKTIY, ATFrEre—R TR ATT Y
nalF Sy ATFT |V Na, RYUEB= AT La—L T 7 YLfE AX#
VoMg, e7uino | 7 UgAF L tEAER, KEREE Faxv7n
Whngl | —A, ~zuad— | Erkla—2 WEKE Ca, WL F oo w %
b2, Inrouse | §HT 5,
v, ILBEKFI. = R
bz Ehm7 5,
He s A 7L 0D $E 25mg A 7L 0D $E 50mg A 7L 0D §E 75mg
L LgEH THIR) LiEd THR) L& TH R
RS 2 7Y h—/l 25mg 2 7Y h—/L 50mg X7V h—/L T5mg
e foEBRIVT T JRARE R, FABNg, AT 7V VMg, A7
Tu—AEEHT D,
(2)EREZEDRE

B4R

P

(3)&=s
ERAA

NS

. RMTBBROEBRUVBE

B4R




4. A
BA=RAA

5. [BEAT DRIREIED &H 5 RHY
BT BRAT RO & 2B BEIIRD LB TH D,

L {b54 g
HO
N
_o_ H
D Yy (2R 3R, Z.UF, 5L.S’) . 2 (hydroxsifmethyl) H
-piperidine-3, 4, b—triol o\o! H
H OH
HO (\OH
(2R, 3S,4R 55 -1- (2-hydroxyethyl) o N
HZ7 NI T7 U h—b —-2— (hydroxymethyl) gH y
-piperidine-3, 4, 5-triol H
H OH
H ¢ OoH
(25,35, 4R 55 -1- (2-hydroxyethyl) o N
L-Ido-X 7Y hb—/1 -2— (hydroxymethyl) o OH "
~piperidine-3, 4, 5-triol H
H OH
H ¢ oH
(25, 3R 4R, 55) —-1- (2-hydroxyethyl) ) N
L-Taro-X 7' U h—/L -2— (hydroxymethyl) o OH y
~piperidine-3, 4, 5-triol O
H OH
6. HADEBELETICE T REN
(A 7ILEE)
N e kB s 5
ABRIE H PRAFS:A RAFHAR | (RTFIERE
25mg 50mg 75mg
EH# PTP+7 /L 3 48
s 25°C. 60%RH 36 A n e i3 HESE N HESE N HASE N
PR RS (R %)
I . PTP+7 /L I 48
MR | 40°C, TRWRH | 6 A |, T PN RN | R | s
(RERE)
YJ]EIJJ. ! ‘E ‘ﬁ'ﬁ\/ . =R
40°CH sppg |BOBESE o | e | s
B REs)
wrEE | . . 30%LA_EDREEEAR T 338D B L7z
) 25°C. T75%RH*? 34 A HESE
s | i GRS - BAE) ks )
(e p)d 25°C. D65, L vy —1L
: 5 5
2N 100001 x*! : (P %) S
PAER) | Ot [ DE5YETE,. 20001x, o
x (%ﬁji * AT AHA
(Rt 812077 | 25H Iy B B
Ix-hph ) A

XLMETEH - MRR. MERRtBR, ik, EE. MR CGHBmE)
25mg BE(TAKRGy. EEE ML BBV OV THIE
X2 METEH - MRR. EE. MR, I
50mg &M UF 75mg FEITAALRER CHEME) IOV THHE
BEOLLRBIZIWTIE, BEZERT TREFETDZ L,
-8-



BEF o g O 22 TEE

SRIIE WIEAIE | R0 REVE ﬁﬁi% —
i 40°C 3 9 %(gggi% miy | BN | BN
o5C. TSWRH | 3 (ﬁ%-%ﬁ)“@éﬁ?@%@%ﬁﬁ Bt
2@@ 2 S0%LL_ -0
s || soc, Rt | 3R | GEYE - B g%fg;i
G
N7 D65YEIR . 20001x, J i e
| st bt 35190 iy CREERD | BN | BT | N
WETED : ik, . AN, R
50mg $E M ON 75mg SEILMERER CEigmE) (2o THHIE
3 25mg 1% 60 5 1x-h OAHE
5B U= Al IR AT TR B = b
(A 7L 0D §E)
] B
BRI A AEAIE [RfEm | R - o —
) PTP + Rz f8 +
e 25°C., 60%RH 36 41 H TR HiESE Y ik HitEN
PRAFRURR (REAL)
PTP + &z 4855+

s R 40°C., 75%RH 6 7 A T I4E RN RN RN

(KRR
i 40°C s | P7O O ey | s | sues
i3 (R )
1 A2 | 37 A%z
T T A X — | RREEIEDS | VAHPER p——
w | o5C. Ts%RH | 3 M A (B BisIh & | Bigesh e | 7
L RO | pofe
A PTP BRSPS | BRI | BRSPS
40°C., 75%RH 175 H PTP RN | BIREPRC | BRI
D65 YEIE. ) )
S| 20001x*°, 75%RH | 28 H ki SRR | B
D65 P, 20001x*° (BA%) JHEEN

XA PEHEE - YRR, MERRRBR, piEErE, I, TR
Z#& L U CHE R BWwE) . WE, EAEE
S5 FAMREE L LT 120 5 1x-h ML ERO¥RITERAM g =z L ¥ — & LT 200W-h/m? LA b
%6 2 E R E U CIHNE U720 B ) OSEAIE Bl ¢ WIS R T 28 O T &K OSeAIE
ORI BTz,
BREME BB A BT TIRTET D 2 &,

feFEORALL ELEHNEL)
AR L



9.

e ancd
TEJR) EHRRE SRR 2k RBRE21T 9.

0. B# 2%

11.

12.

(1) EENIDELGES - K, NENRRLGERS - S8ICHT 51ER
Y LA

(2)8%

YA 7 LEE25mg : 1008 (PTP10SE X 10) . 2108 (PTP218EX10) . 5008 (PTP10%EX50) .

1, 05088 (PTP21%E X 50)

¥ A 7 LEESOmg : 1008 (PTP10SE X 10) . 2108 (PTP218EX10) . 5008 (PTP10%EX50) .

1, 05088 (PTP21%E X 50)

YA 7 VEETSmg ¢ 10082 (PTP10SE X 10) . 2108 (PTP218EX10) . 5008 (PTP10%EX50) .

1, 050%% (PTP214E X 50)
¥ A 7L 0D EE 25mg : 100 & (PTP10 ££X<10) . 500 & (PTP10 &E X 50)

¥ 1 7L 0D & 50mg : 100 & (PTP10 ££X 10) . 210 &8 (PTP21 $£X 10) . 500 &£ (PTP10 &£ X 50) .

1,050 #8 (PTP21 £E X 50)

¥ A 7L 0D £E 75mg : 100 & (PTP10 £ X 10) . 210 & (PTP21 #£ X 10) . 500 & (PTP10 &E X 50) .

1,050 #& (PTP21 £E X 50)

(3) FREE
B RSN

(4)BHEDOHE
A T IEE
PTP : KU ZmE L, T
NV?4V¢:ﬁ97mEvy
TAIEe—gE . RV =F L, TAIH

LR « A%

&4 7L 0D b

PIP: AU FmbE Ly, 7

AV aE AR R R = 1 = P

TR R —@ s R 2 F L T REAIAY)
fE%EA - A

RIRIRI S M2 EME
AR L

ZFDith
B4R

-10-



V. JARICEAYI HIEEB

1. PEEXITZHE
HERFEORZBMBEDORE
(L. BBEL- - EBEEZT O TCLWAEETHA LIRS EONEWMEES. RITBBEE -
EEFEICMATRILKRZILILTEL ETT7FHA FRERBZFLCFA R VEF|IZFERALT
WSEETHALIENE ONLZMERICIRD)

2. MMEXITHRICEES HEE

5. MEEX I RICEET %R

5.1 BERIFIRIE DO IARTH 2 BFHIL - HIRIEO L EZT> TWDHBETIE, HHOBEORR
IfUFE 1 S X 2R B 1 200mg/ dLEL_E 2 R T A I12BR 5,

5.2 BEFHE, EEMRIEIN Z TR P IUFERE FAIUEA 2 Y CRIFIZEH LTV 5388 T
P 5D BR O 22 e B E 1% 140mg /AL & R 22 L 95,

3. RiERUVHE
(1) BAERUVAZEDHEDR
WE, RAZIEIZ U b= LT 1[E50mg % 1 A 3 BEBERERICROZELET 5, 2B, 2
BR324 58003, Rz +0IcBIE LR 0 1 FlE% Tong FCHEETHIENTE D,

(2) BERUVHEEDHRERE - B
WS CIT DN TR AN R & LI B R LY 2 7Y b —/L26mg & B E AT UT & F AR
BOYANCHEEGT 5 Z Lick W A%mbED 2 BIESEY | F-REROKGITER O/ FE
BRI 7 X v eV Ty —%2 5252 800, THREER ERELE,
Flo BERNICET D7 78R E xS & Uiz “EHEERIEIC X0 BE U7z mii s TARRRER L O
B DR OFE RN, AEE LRMDNT o 2% EE L, 150mg/ H % Fi H & & 3% E
L7z, (ITV.5. Q) HERISHRFRER OEHSM)

4. RBERUVRAEICEEY IR

1. RZERVHEEICEET 5EE
A IS E (B 20X 1 A& 25mg) M H&REG 2B T 5 CEEICERSTHZ L, (9.8
iy

(fi#550)
IMETITON TR S S & x5 & LT3 EhRERER T, MmO EEN DN W) REN D
HINY | ERE~OEYREIC H o CO— R RS EEE LTREL,

5. ERERAUE

(VERET—32 1\ —
LN

.11.



(2) BRREEHER
1) BEES Y

RN BE (THD I LTI 7D b—/112. bmg (7). 25mg (6451]) M ON50mg (6451]) % B[R]

O#G LR S, BAEER, BRBRAME &K OB L FERRETT ROV T ICB W T,

R ERE & 72 5 BFITEEO LT, AEMEIIRG TH -7z,

F 7o, R ABME (261 LT 7Y h—/L50mg, 100mg} N200mg % HARI#E O #% 5 L

ToRE R BTN, BRI & OB L BRI ETT RO WT B\ T | BRR R

ERDHEFEITROONT | BRMIIRG TH o7,

) AFNOARBENTHDHEROCHEE B, AKX 7Y h— & LT1E50mg
Z1H3EERERNCR ARG T 5, 2B, DRAHIRGEITIE. Rt oo 8is
LN B1AEEZTngE THETHZ LN TED, | THDH, (V.3 FAELKOHE]
DIHEZH)

2) REH/RE Y

R AN B (1261 125k LT 7 U h—/150mg (6451]) X 12100mg (6451) Z 1 H 3[a], & ELATIC

SHMIER NG LR, MREO M LA-24H L, migA R Y o EAZH L

oo WRME, THi7e & OBEEN L EEOWLEIER OFBLRFED b, Wb

B T e L < IXEE LT, F7-. ALTORREE F R38O b=, Bk E57H H

OEHRE TIZIERIZEE LT,

E) AFNOAGE SN T A HELROHEX T@FE., RAIZIEI 27U h— & LT1E50mg
Z1 A3 REANIR ARG T2, 0B, RN RGEITIT. Pz 5o 8lg
L2 B1EEETimgE CHET HZENTE D, | THD, (V.3 HELAUOHE]
DIHS )

3) m#E £ FHNHI/EF
DOEBOMYE EH-& A > 2V U Wickt+ 5 /E/ 57
BEFEICL Y ok b e — LRGSR RVERA 2 BRI B (40 B) % %t
G2, ABE 1 HEOHAMERNCI Z Y F—/ 50mg E 7 F B REROEE L, AHEAG
A S, ABT 2 H BICEAZ 2 L CRBRICEFAMRERZITo 72, TORME, 2
70 b=V th 3 BRI CIiuEE B O 2 Y IR ST, BB R
(30 Zy~1 WE[]) OmpE EF-ZEIT 5 & Ebic, A A Y AR L,

(mg/dL)
2001

=0~ 77tME(n=40)

—o— SJ)R—)LB(n=40)

MeanSD % :p<0.05, %k :p<0.01. *%3%:p<0.00]

1604 OEETRE v ToemE)

1204 [T~

80 fed N
/ dkk

S HEE

a0 /

KRk e K

-40

T T T T T
0 1 2 3 4 5 (k)
REBHEREN

-12-



B bR T

RS R RAE T FE L] VR Fffe bz Al
BFEPRMRIER £ 1 RFHATR #9 3 I [H]

Q fEEER AR B A7 v — A AfHOMBE EFIZ5T 5 1EH Y
RN B (30 41) 12X 7Y h—/v% 1 [8] 50mg AR HERE AL L, 7T6g A7 m—2A
CTRBR % EHE L7-, Thg A7 1o —AARHKOMAEHEIZ OV T, Afr 3 FE% £ CllE
Li=& 25, AAUCea 13 77. 58122, 21mg * h/dL (Mean=S.D.) | ACuux 1 72. 012, 6mg/dL
THY ., AREOMEE ES 286 L7z,

(3) AERIGIERAER

AT 1 FHRR R

B o0 2BHE PR P R 8551 [ R IIHE T IF 0> e 1% IR 1R [ 1B 31 2 R 1723 200mg /AL LA I ]

(FMERRAT RIS - T4, ZARVERENT RIS« 84M1) %42, X7 U h—/112.5mg, 25mg, 50mg

Z1H3EEREANMIEMROERSE L, 77 e R ekt g L Lz “EERIEIC L VB LZ,

ZOFER., BEME TREICBWT, 78R 2G50 CREZMME EAIHE 2580, 7V

M= DF T BRI T HDAEEEITBEO GNP oT (t-test) , £21,5-7 & Re /1y

F—L (1,5-AG) O EFEIZHOWTIE, 7T BRBCH LT _RTOIZY h—LBETHER b

AERDTIZ (t-test : £ Zp<0. 001, p<0.01, p<0.001) .

BIWERIZ., 77 2R RE20.0% (4/20) . 12.5mgh¥18.2% (4/22) . 25mgh£18.2% (4/22) . 50mg

RE30. 0% (6/20) (2RO BN, I 27U h— 112, 5mghf. 25mghE. 50mghElcB N T a-F Loy

X —BHFEANRA e bgER (IR (Zh2h9. 1% (2/22) | 9. 1% (2/22) ., 25. 0%

(5/20) ) | MEERAWIEK (29, 1% (2/22) | 13.6% (3/22) | 15.0% (3/20) ) %) H33

BLLTZDS, WG THRIIHA LABEMIIBIFCThH T,

—J, BEERICBOTEREIOMR D 23380 bz, 2 OREE LTI X 5 i

FRNTIC L VT Lo, Bth IRFREMAEE 2 458 & & U CRZMME PR I3 LTI Bmtr &

ITo AR, RN L C, 77 BRI FREESMKLS, 227U h—/1150mg/ H 1% <

725 I EEE S 4, 150mg/ A OFEMEKR O BSOS RE STz, ZORFRN G, 150mg/

HEmLICEEHEZ RS ToZ2 L& L,

) RRNOERBIN TN HELROHEIX HEE, RAKIEI 7Y b= & LTLE50mg% 1
H3mBRERICREOREGT 5, B, IRATLRGEITIE, Bz HoBgg Lan
HlEEAZTomgE CTHET H LN TE D, | THDH, (V. JHEAUCHE] OHESMR)

(4) WRRERIERER
1) BNMEAREEER
D% A5 T AERRER 10
SR RARIEE TR 00 2R PRI FRE 28951 LI I T RE D & 4% WS 2 RE ) 23 200mg /dLLA ] (FF
RIPERRMT RS - 237M1, ZeVEfRIT R4 « 280%) Z%kF4i2, I 27U h—/126mg, 50mg,
TomgZ 1 H3ERERNICI2HEME ARG L, 77 8R4 & L “HERIEICK
DRRE LTz, FORER, ARG TREICHOWTHERISHENZRD b, A% IFEFET
X7 7R LTI 7Y F— BT R TUZBWTHERE T2 54U (Dunnett
UL B e - N Z p=0.0001, p<0.0001, p<<0.0001, fEH[FMAEE : p<0.0001) .

-13-



Rt 25 TlE225mg/ H THERIK T2 O 517z (Dunnet tAIZ 5 i : p<0. 0001,

B R E 1 p<0.0001) , HbAle (JDSAE) FEEEIZOWTIX, 77 B AREE L Hl L T150mg/

H & U225mg/ H CHERIETRRD v, AEKGENR® b7z (DunnettHZ & b

. ZN - p=0. 013, p=0.0001, fEH[FEME : p<0.0001) .

H AR IERIC BT B EIWEMIL, 77 2R k4. 5% (3/66) . 25mghf15.9% (11/69) . 50mg

FE17.8% (13/73) | 7bmghf29.2% (21/72) IZFRDH bz, 25mghE, 50mght, 7omghfiZis

JDERERIZIZY b= L OEBEERICERT 2 EEER (P (ZhEh2. 9%

(2/69) | 6.8% (5/73) | 16.7% (12/72) ) | WO (L5 8% (4/69) | 6.8%
(5/73) | 8.3% (6/72) ) . MMM (LA Ehd. 3% (3/69) | 6.8% (5/73) . 8.3% (6/72) )

%) ThY, HEEFOICRENSL otz

UbORERNS, 27U F— A OEBEARIT22mg/ BN ZY TH D LSz, D

%, AL REMED AT A EBRE L, 150mg/ H & Eil &L FRE L,

) AFIOAGEEN TWBDHELOHERR NEE, AIZIEZIZ U b— & L T1E50mg
Z1H3EERERNCRE NG T 5, b, FIRATHRGEITIE. Bz 028l
BLRNOIREZTngE CHETHZENTED, | ThD, (V.3 HEEY
M) OHEBH)

QFEMMHER (HAPRE) — /S - EBRIE~ OB E -1
ARIRIHE R OB F R ONEBRIEIC K0 57l = > b o — 035 B v 70 28R 95
26341 (A5 1R SO 2 I B 200me /dL L . HbAle (JDSAE) 736. 5%LL_E9. 0%
A T2ENE D230, BULAN]  CE WM SR « 2420 (777 AR84f, I 7Y h—
JV1B8HI) | L EVEfRNTRIS < 26301 (77T 2R89BI, 27U h— L17461) ) ExRIC,
X7V F=Ab50mg kT T AR & H3EmEERNIZI2ARR KRS L, —HEREICXK
D RET L7z, & OREE, HbAle (JDSHE) OARF &k OV AR T & 40 (B,
2MFMMEIR TEOFHIE) 0L, 27V b—1AOT T RITHT HEEE AR SN
7oo 777 B ARFEDOHbALe (JDSfE) | A4 A1 & U2 £ L€ 400, 25%, 0. 8mg/dL
O3, 3mg/dL LS L7=plzxt LT, 27U b—/L50mgl H3[EI12ME[H#& 512 L 0 2 Ei
0. 35%. 73.0mg/dL} 27 8mg/dLK N L, AEZENRD b/ ( (HbAle (JDSfE) ) 24%
RE, (BB I & O E] Bonferroni ML B ELE: : W41 Hp<0.0001)
BIVERNZ, 77 BAREE39. 3% (35/89) . X 7' U h—/LEESS. 0% (101/174) (278D H i,
27U P VBEO EAERIE, JEERIM23. 6% (41/174) | #8523, 0% (40/174) | T
16. 7% (29/174) | #KkfH6.3% (11/174) | WAEE 5H4. 6% (8/174) Th o7z, IRIMLKEIX
R b oTo, EEARBWEMIZ, Bt KEZ230.6% (1/174) ThoT-,
PLEOFER I 0 2BPERFEZ 2B 5 I 27U h—/150mg/ H O HAPRIEIZ X 5 H R
DTS STz,

-14-



MHEE DOHERS

R TR SBEEA1 258
(mg/dL) (mg/dL)
3509 —o— 7SLME 350 —— 7StiRE
—— STUR—)LEE —— I7UN—JLEF
300+ 300+
250 1 2501
m 1m ok
W& i
{8 200 & 200 ok
ok k
150+ 1501 Sk k
100 100
0 0.5 1 2 (F§R8) 0 0.5 1 2 (Fsfd)
TI3EMEE (82) (69) (82) (82) 7oElEt (82) (69) (82) (82)
ZZUR—ILEE (154) (130) (154) (154) TZUM—ILEE (154) (130) (154) (154)
i53:61 B

*%: p<0.01. %%k p<0.001 (S5 EMFE vs TFYUR—ILE)
(Bonferroni EE#), Mean£SD. () : ¥

HbAle (JDSfE) DHERE

(%)

8.6 MeanSD
%%k ;p<0.001
(Bonferroni R/ & & L,
8.2 vs 75 tRE)
~ 7.8+
a
[%2]
[a]
2 744
o
3
I
7.0 ksksk
6.6
- 75 REE
-— ZJYUr—)LB
6.2 T T T T
0 4 8 12 (@)
p— 1540
T5EmRE (84) (83) (82) (83)
JUN=LEE  (158) (158) (158) (158)

QFBMAHRER — AL A= LT H] (SUAD & OpFfREE—">1"
R TSUANS K DVEHRIC K0 Fo3 7 b = o b i — L35 B L7220 2RHE PR i 87229
%1 [HbAlc (JDSfE) 736. 5%Lh EC2EIHIE D #£A30. 5%LAN] (20 « 2 VEfET %152
T RvRTM, 7Y b= v152f) s BRiC, 27U b —/L50mgl H 3[ElfE £ EATIZ 12
BEFREOREG L, 77 B RAROBEEMRHAER (BBRE OALEML) &0 LT, R&F
MFFIC BT DHbAle (JDSH) A®hElX. 77 B REETIX0. 20+0. 53% (Mean=*S.D., LLF
[FkE) (n=76) LA L7=oIZR LT, 227U F—AFETI0.28£0.61% (n=151) K F L.
HAENRO b CHEAHIE : p<0.0001), £7z, BH& ML O2RRHIEOF 57
R AR T EIE, 77 EARBETIIARZEITRO N0 o720, 27U F—ARTIX
ZNENT6. 8147, bmg/dL (n=142) K TUN32.6+50. 4mg/dL (n=142) & 720, 5w
NTHEZENRBO LN GHED®H 5 tHE : p<0.0001),
BUWERIX., 77 BAREE5. 2% (4/77). I 27U h—)LEESE. 3% (84/152) @O L,
7V M= AREO FERRERIE, EEEA2T. 0% (41/152) . BkM525. 7% (39/152), THI13.2%
(20/152) . fEFK5. 3% (8/152), #kfF4. 6% (7/152) Th o7z, Ti-. KLk FRIFIX
0.7% (1/152) TH -7,

-15-



@F MR — 77 F A KAl BGAD & OOf AL~

AR TBCHNT £ DIRIFIC L 0 -3 7efih = o b v — L35 B AR O 2SR 9 i 148

B [ A4 B LR SO0 R O W9 400343 180mg/dLLL_E| 23-DHbAle (JDSAE) A36. 5%

LA C2EIAIE DZEA0. 5%LAN]  CHZWE « RV S « 77 B R4961, X7V h—

JVIEEREATE, 70 N —Liligs2]) A xtgic, 7Y R —/L50mgl H 3[RIERE A
16JE [E#R N 5 L7 R IC o\ ZEERIEIC LV G Lo, BGHmRF D&

BT & E (R%RIMAEL, 2REHIEIK T EOEHME) 1%, 77 BARETIEL9E

31.9mg/dL (Mean=S.D., LAN[AEER) (n=48). [EIEH &HE CTIL56. 842, 8mg/dL (n=45) .,

WIS EE TIE52. 0£40. 4mg/dL (n=48) TH YV, Wb 77 B R L ORICHEZEDRD

b7z (Tukey—Kramerik : W9 3L Hp<0.0001), FfKEEMRFIZF 1) B HbALe (JDSHE) 1

77 B ARBETIX0. 11220. 42% (n=49) EH L7zoizxt U, EEH &L OWiHEEE Cldtn

Z10.40%0.63% (n=47) }TR0.37%0.65% (n=52) K FL., 7R LOMICHEZ:E

WD BT (Tukey—Kramerik @ £ Z4p<0.0001, p=0.0001), $5-161% DA% M

BELRERIEAS TR, 77 B ARBETIE0. 4132, 3mg/dL (n=48) . [& & &K OMHEEET

1384, 4+43. Img/dL (n=45) N ON76.3+46.4mg/dL. (n=49) TH V. FTEREEIIH LT

A EEDRD bz (Tukey—Kramerik : W34 6 p<0. 0001) , B MBE2RFRHMEAR T &1

7" ARHENN3. 3139, 2mg/dL (n=48) | [E 7 F it K O C1%29. 1£52. 4mg/dL (n=45)

S O25. 0144, 4mg/dL (n=48) TH Y, FHEMERILIT 7 B AR L THEELZR DT

(Tukey—Kramerit : p=0.0191),

RIWERIZ, 77 2 ARH40. 8% (20/49) . [EEHEFET0. 2% (33/47) ., MibE#£63. 5% (33/52)

ZERD DALz, [EE Sl K OB R o 7 ek, IR 23. 4% (11/47) O3, 8%

(2/52), SEME31. 9% (15/47) F 23, 1% (12/52), THi148. 9% (23/47) }r38. 5% (20/52)

Tholz, -, RIMPHIFED HiZehoTz,

XY =)L OWEEIX4E £ T25mgl H3ME], 48 LL%50mgl H 3[A]

) AFIOERBIN TS AEROCHEIL HEE, RIS 7)%~w&bfm%mg
Z1H3EMERERNICR ARET 2, 2B, DIRAH02EGE10E, filad 7108l
%L&ﬁ%ﬂji%%mifﬁiﬁé:kﬂfﬁéoJf%éo (Hﬁ&%&&@
A& OESHR)

OB MARRER — 1 o & U L HUHI & OPEFLE < 2B R > — 1617
SRR TA 2 ) AN L DRI LY a7 fibE = o b o — L 3G S 2 2 kE
PRIF 2076 [HbAle (JDSfE) 236. 5%LA EC2ERAIE D ZEAN0. 5%LAN, A% LRERH] 3132
P[] B 23 180mg /dLEA b (2 - ZZAMERRNT*I4 75 2 R1006], 22U h—1
10741) ZHRHRIZ, 7Y b—/L50mgl A 3[EIfE R ELATC 12358 IR 045 L 7= Of fRBRIC -
VT, ZHERIEICK VBRI L7z, Bd&EFMi O R MAHE T &P E  (R%E DL, 2
RERMEAR R RO FHE) 13, 7' EARREA5. 1+68. 2mg/dL (Mean=S. D. | LLFIFAR) (n=96)
EFLEOR L, 227U b—/AREIX60. 3570, Ing/dL (n=101) TH Y, FEEIR
Hivle CEEARTHIE 1 p<0.0001) , F7o, FMaHRFIZR T 577 AR OHbALe (JDS
) . R R O RMEZ S B3 T 240 03£0.56% (n=99) | 3.8+65. Img/dL
(n=97) K O%.7+74. Tmg/dL (n=96) EF L7=DizxfL T, T2 U h—/150mgl H3[A]12
BB G & D 2 0. 3610.66% (n=107) | 77.0%68. Omg/dL (n=101) K T43.7=+
79.8mg/dL. (n=101) KT L. AEENEO LN CEARE : W bp<0.0001) .
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BITERIZ. 77 BAREES6. 0% (56/100) . X 7'V b—/LEE67. 3% (72/107) IZ§R O BT,
7Y M= ABEOERERIT, (RIMAESS. 5% (38/107) | #£A520. 6% (22/107) | JEFIE
i14. 0% (15/107) . THIL1.2% (12/107) Th -7,

2) REMHER
O AR —SU I 0F 1 Rt — 1

V. 5. (4)1) @I TSUHI & OB FREE 2 EMi L 7= 2 Rk R D X 77U b — L BE152
BlD 5 5 fkfes 5 rI e 72212861 4 I X 77U~ —/150mg 4 1 H 3[mlfi A ELHT (5238 [ %
N5 L7 R Gk a i L=, Z 0BT, RA&FHMRFC R DHbAle (JDSfE) &
CZ Y a7 T 2 L ORHEARIET . WONCL, 5-AGO SR 72 5 &% OV 2 ko 5.
Pl SRR S vz,

BITEAIIE, 60.5% (92/152) IZFBD v, EAGERIL, MEEIAM27. 6% (42/152), #il5
27.0% (41/152), THiI15. 1% (23/152) fHFK45. 3% (8/152) . #kfH#4. 6% (7/152) T -7z,
F7- . [RMEEORIRIT2. 0% (3/152) Tdh o7,

Q% AR ER —BG A 0FH E 355 —

R TBCHNT X DIRIFIC K 0+ 7o ifih = o b v — L3 G S i 2 W2 RUE R s 35106

B (A% B L EER A S 2B B E O3 402323 180mg/dLLL_E 2> 2HbAle (JDSfE) A36. 5%

LU EC2RIAE DZEH0. BN (2 - LM<t S« 10661) X8I, IEEMH

REBRIC L VR L, RBR7iIE, 27U b —/125mgZ 1 H (Bl A B AT 8 R 1 & 5

L, &bh2E T/ b—/v50mg%153@ﬂﬁﬁﬁu RO E L R G REBR A

Fehti U7z, 2408 AR IT B RA 01T L 0 BE RSB &I U -85 A 1Bl B % Thmg & T

&=L, Hbe rmx%éfﬁwmm%ﬁwmbt AlE50mgl IR Lz, TOME, &

FEFHMRFIZ 31T D HbALle (JDSTE) KOV Y a7 v 7 I VO T, 1, 5-A60D L5 ROV

% MmpE D EA-IH DR S,

RIVERIIE, 61.3% (65/106) |Z58 ALz, EASERIT, SiM32. 1% (34/106) | TIFI26. 4%

(28/106) . MEHEBMANI15. 1% (16/106) T -7z, RIMPEILFE D HALRD > T2, E%ﬁ%u

TERNE, RIBEEH 230, 9% (1/106) | KEFEEA0.9% (1/106) Th-olz, £io,

PUBIZ R 7Y b— v % 1A & T5mg~H & L7JER] (n=76) M UR4GELIES 7Y h—/L1

[A] E:50mg & ke L 72 ] (n=20) 122\ T, FNWEROIBLERILZ I EH160. 5% (46/76)

F 060, 0% (12/20) T -7,

) ARFIOERBINTWDAEROCHEIL B, RAICIEI 7Y h—/vk L T 1[A]50mg
1 H3EmRERNCR KRG T 5, b, FIRAT2RGEITIE, Bila o128l
BUAANSIREZT5ngE CHETHZ LN TE D, | T&;éo ( (V. 3. HiER O
M OESHR)

(5) 8% - REERIHER
SEIIAHAER— 1 o R U LB & D OF AL <1 BLREIRSE > — 1920
AR TA v A Y BIFNC K DI L0 o 7e i = o b o — L35 572 URUBE R 5
#4301 [HbAle (JDSAI) 736. 5%LL b C2ARRTE D AEAS0. BHLAN, Fritk LR SUL 2R b 73
180mg/dLEA ] BN « R ARVERNT RIS < 4361) Z %442, 2V h—/L50mgl A 3[ElfERH
AT 1238 FER% 0 485 L= ERBRIC OV T, FEERRBRIC I W R LT,
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TEPRI01E e OEHR 1121 (235 1F DHbALe (JDSfE) 1%, £ ZN7.68+0.89% (Mean+S.D. . LA
TRER)  (n=43) KOM.59%0.97% (n=39) TH V. 1GHH0E % T 2 B ALFEAMIRF OHbALc 2
HEICHEETRO O ole (WEARURE) o 1BHRHI0E 0% M &k O2REEEIL, Z
274,691, 8mg/dL. (n=43) K 1250. 7102. Omg/dL (n=43) ThV . K IHEFEO %
MBS R OB, Z 240199, 491, 3mg/dL (n=39) K UM212.0+95. 8mg/dL (n=39) T
272, TEFHI0M T 2 Fofé RN O B2 Mo 1 X O2RFFEZ# &I A EAENRBO bl (1
FEARURE : TN Lp<0.0001, p=0.0053) ,

RIVERIIE, 93. 0% (40/43) 123D B vz, ek, AR HkES6. 0% (37/43) | 8kM%20. 9% (9/43) |
NEERIEAR 14. 0% (6/43) . THILL. 6% (5/43) . MEH4. 7% (2/43) Th o7,

(6)8RHIER
1) ERARERE (—RERKERAE HECRARERE FERAMELEERR), HERFTERT
— A RN—RE, HWERFTREBRABRONE >
BHEAEOKKE, AR, ZEMFIZOWTTRHCHER W E Sh, FFEERGERFRO6E
XAFEE, HEROHEICER IR0 o T,
FRAE A I FE i L 72 A S OME L, UTD LB TH D,

Ofk FH Al R A
ERHSERE FICRIT 2R e R OFE IO A, BlaHii 12 @M, BEREFZL 3, 000 4] &
L. VRl 184E 8 AMDYWnk 22 4 3 A £ COMIM THEhiE L7-,

M RRNERRAT SR 3, 273 BIORIEMFEBIARIL 10. 2% (335/3,273 ) Tholo, #H
BRFRNC T 5 FERBIWEMRBRIT, HEEE 7. 4% (243/3, 273 fi) | FHE
FIEE 0.8% (26/3,273 i), ERIKHA 0.8% (25/3,273 i) . Rt L Ok
0.5% (15/3,273 f31]) . #feRkEE 0. 4% (14/3, 273 f) . —fi% « £HFEEL L O&KS
AL ONRAE 0. 4% (13/3,273 B) T, ZBL L7 E2EIERIX, T 114 #, M
562 1, KURE32 {4, ITHERESRH 19 R NEE A PRIELS R IRILBEAE 13 fFC o - 72,

HRE  RARVERNTRIGIER 2> 5 23 6] (2 BUESRIFLASMCAE 21 B, DT — % e
VN2 B3I RNz 3, 250 B & AT RS & LTe, #5512 1% @ HbAle 22 b &1E—0. 66
+1.17% (1,970 #il) TH V. KHIFEG-BIGRTE ik L TR TR bivic, Bk
FEAE K OVZERE IR FEE O # 5- 12 8 028 k&1 —28. 87£69. 81mg/dL (1, 235 f4i)
JeO8—19. 34453, 0lmg/dL (521 fi) ToH Y, WI I b ARAI G5 baaT & Hefig LT
KTRHLNT,

Q@ EM R A1
PR RERR S 2 7 2 B T D 2R OE MO R 2. B2 24 R, BAEER]
Fo150 & L, Rk 18 -8 A B Rk 22 A4 3 H & COHAM CThE L 7=,

Ve REMEMNTISYER] 166 B (9 B, BEIFAOMIIE 126 1) o, EBITEHZEEERIX
12.2% (19/156 f5l) TH o7z, B RIKRGFEINCIIT 5 E2RIEARERIT. §
M2 10.3% (16/156 i) T, FE L= E2REIWERIE. TH 11 2, IEERm 4 1.

- 18 -



SRR, (ERL AR ONELAS 2 FCh -7, AFIERICBET 2RITERIZ N T 27 35
—PERIFTHoT,

BRWE © BRI GHEG 5 2 BUBEFRIF LIS Sav7e 5 Bl 2 FR\u 7z 151 451 & fig bt
R & Uiz, 5 24 % O HbAle Z2 L EIT—0.69+1. 12% (66 f5l) T DK FH
FHAVTZ, BERE MR K& OV (G fE i O 5 24 % OZ{bEIX—11.61 =
42.23mg/dL (28 i) M 8—12.84+29. 42mg/dL (25 f5l) TH Y . K FNAH ST,

QM AR A2
A A REER OFERFEF kT 5 R I T 2 Z e R OO 2 . 8l
MM 52 TR, B EEEIH 500 B (1 BUpEIRIpIEAE 50 B, 52 TR B G- 4 100 & T, )
L L. PRk 21 4E 8 2B Rk 24 4E 9 A £ CTOMIRITHHE LT,

Ve R RVERRHT R GIEF] 568 Fl oD, FIMEHIFEBIEIE 34. 9% (198/568 fiil) Th -7z,
BAIKRASBERNZI T 2 E728 Miﬂﬂ%éfﬁqa:t Rtk L OREREE 18. 3% (104/568
B) . BHIBREE 14. 1% (80/568 ) . IFAHE RIES 3. 0% (17/568 1)) . EEAMA 1. 1%
(6/568 fiil) T, FHL L7 EARIWEMIL, RIMPEE 104 £F, TH 33 . MMM
23 {1, FFHERESLH 141, MUm 14 FCh o7z,

AR AT GUEG D 6 B (1R X% 2 BUE R LISMI A L7 5 il Ao
T—=Z DR 1) ZERZ 562 Fil & fifTeg & L, &5 52 %O HbAle Ak

X —0.63x1. 1% ThH VK FRAH B AL, WABIOFAEFEALRE (G- 52 % X

(X iklE) @ HoAle Z &I, 2 BUBESRIFH CT—0.55+1.09% (365 ), 1 BUBERIA
T—0.4721.51% (46 ) Toh oz, BRI OZE G R fHE(E O £ 5 52 H#%
DEAEIE—36.31£89. 21mg/dL (223 i) MK *—25.89%51. 43mg/dL (36 #) T

D, ARTFRA BT, B ORERE M BEE A OVZERG IR IS E O 5 5- 52 1% D2

&L, 2 BUBER % C —37. 9081, 60mg/dL (198 fi]) K TN—22. 3543, 20me/dL (34

Bi) . 1 BUELRSE T —23. 76 +136. 99mg/dL (25 f4]) KT —86. 00mg/dL (2 ffl) T&H

ST,

@FLE AR % A AR
INFREIRIRE 2 kIR L LTI G I IR A . B2 52 R, B EERI% 80 1 (1
UGG 20 4], 2 BUBEGRIE 60 1)) & L. FAK 23456 A 2B ERL 28 4E 9 H £ TR T%&
fiti L7z, ffE = b — L 3RA-43 7 2 BURERIE KON 1 BRI EIEIC )L T, ARAI% 1
[l 26mg, 1 H 3652 L. TD% 1B 50mg, 1 H 3 EH&E, 2IRA+2R5GE
(21X 1 A% 7omg [ZHE & L2 DG, ZRMEIC W TRET LTz,

VE L AFIRN G- 7z 56 B (1 BORERPT 22 1, 2 BUREIRIG 34 B) A % 22 2 VEfET
KGR & Ule, BINERIFEBIERIL, 2 BUBEIRIN 50. 0% (17/34 1) . 1 BLBEIRTE 90. 9%
(20/22 ) Th o7, FEBIRIEINEIT 5 ERFIERFEBERIL, 2 BRI
T, BIBRETE 47, 1%(16/34 1) | 1 BURE RIS Tl AW K OVREIEE 72. 7%(16/22
Bl) . EIGEEE 45.5% (10/22 ) Th v FHE L= FRBIEMIX, 2 B RP CIX
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AE

T 26.5% (9/34 ) . REESRETE. MR, SBA 11.8% (%% 4/34 fi) . 1 BUBEIRIP
TIHRIAE 72. 7% (16/22 ) . T 22. 7% (5/22 1) . MEERAZN . IERA 13. 6% (4
3/22 ) ThHY ., NREETEFAORWERITED DT, RABE TOLENET
07y ANEREIENITIRD Lo T,

LRVEFEAT IR D 5 B 4 Bl GBI - BROMEMERTES 3 1 (1 BUBEIRIP 1 451,
FURERRIE 2 1) . JBERARRE 11 (2 BUOBEIRIF)) & BR< B2 1 (1 BUBERYp 21 i, 2
RUBEIRIF 31 ) DOERROMGHTRIGEER (Full Analysis Set, BLF. [FAS)) %,
T DB IVERRAT R LR & LT,

FERHMIIEH Tod 5 FAS IZBIF 5 X=X T A VnbEckEFEiiR (Fe G- 28 % I
HikRE) £ T HbAle 22 b, 2 BUBERFE T 0. 2111, 32% (31 fi) . 1 BUHEFRI
T—0.0220.83% (21 ) Th o7z (1A t E, N ZE4L p=0.375, p=0.915),
F7-. FAS ICTBIF HR—Z T A )b 52 I £ TO HbAle Z b &I, 2 USRI
T 0.08£1.34% (21 #), 1 ALPEIRITCT—0. 150, 74% (18 f5) T 7=, MBEHE
IZDOWT FAS 1T 1T 2 8% 1 RFfH R OV 14 2 REf] O b &I, 2 BB IR R C—47. 1
+68. Omg/dL K& O*—20. 667, bmg/dL, 1 HUFESRIH T—106. 3153, Img/dL K
—40.1£119.5mg/dL TH V. &% 1 FeHOZELEICTHOWTIZ, AERIKTRED
bive (LA t BE, p=0.011),

2)ERBEEFHLELTERFEDRNENIZER L -HBROME
BA=RPAA

(7) Dt

LR L

-20-



VI.

2.

EE

HE(CE T HIEE

. EEZHICEEH HELEMNITILEYEE

a7 NnaFH—EHEL (TIHNVER—A K7 VHE—R)
HE  BEEOH DA ONESUNINRE T, BHOBRMIELZZRT L L,

FEE{ER
(1) {EFREREL - YERRE
7Y R VR, IR b R R o Rl R F5 W T R BB~ O SR A 1 D T
KFFEESR (-7 NavH—E8) ZHEFL, FEOW - MNAZBIESE5Z LICEVE%D
s g A g 5,

EHEOHEEEITYM—ILOERERL

a-Gl

T HIVE=R

KRG )R— ZAY
i FFU=2 ROOBR

ThRA Tﬁle—Z — “
| TILRR)FA =X JIa—2X
oo SdEryy
Q-UIIhFHIP2

Bk S S

1TV h—2Z @ JIa—-2x
[ 2 ] (]
AT UF-Z
IJUk=Iv
T HIE—R
2780—-2X 78— JIV3A—=R TIVIh=2R
o > o0 ———AEEIHP—> 38 A
IJYUr=v
S k=2 57p—2 ) | ; 5
= = = ; JIWA—=X HZIh=X
& P Y — a4 — &
.\,v .\ ; Z . % o
IJUr=v
NZAY =B fLA@—2 .
26 > 00 — N5t — 7”’3_1
B A A
/BB HERE b R 4R
FlF#%

(2)EEEZ( T B RERARE
1) ZHEFEKMBEBRICT SBEEER (in vitroo 7> 1)

7Y b—E, Ty MNBEHOERILERA T TP <X —FBHEAEE (SI) ORI T
—BIEME, A NV E—BEEE RNV aT R T -~ X —BEA RO~V E —PTE
PEaRE Lz, BREMEHOMSIZ, 27 7 —BIEMIET LR — 2 DRKI6RE KR 7 ) R—
ADKI/3. 6%, AV~ Z—BEMITT DA R—=ADKI20/% TR 7 Y R— R LIFIX AR
B~ H—BIEHEIXT VR —ADKI/6TE R IR 7 ) R—ADKI/18fF Th - 122
ZNH O TEREKIREER TSI 7Y b= L OEERIT. THAR—AKOR S YR
— A LAk, BAMTH T,

F720 X7V b= E Ty MEa-T 2 T —BIENEHEYT, T/ X —EBE DR LT —
PIEMAZIET D 2 LB HE STV,
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Z v bNGH RO RS K BRI SR 9 D B E R

Ki (pmol/L)
7Y b= T IR — A RTYR—A

RGP Ve X —PHELE

Ay =¥ 0. 087 0. 54 0. 024

A I H—P 0.45 55 0.27
Inarg—E-~vig—BEA K

~NE—E 0.38 0. 0057 0. 021

Ki : BeR-BLEAIE SO S MEEEE I TRT (0=3)

2) m#E L FMEER (7 v b)
OEF T v MRS 2 A FE A% o M A EH
EHT Y MZIZ U b=V Z2EHEE (afb TASA, ETASAL, A7 B—=ARTT )V
a—R) EFAFFCRAKREG LIE &, afb TASA, ETASAK TR o — A A%
DOIPE EFHT L. 27D b= IBFE AR %605) F T o MR E 2 ] BRI L
To —Ji. ZVa—2AmGOMEE ERIC LT, BIfERZ R S o 722,

SFEBEEAARMELT ICHT SR

[aftTAZAIg/kgl [£TAZRA2g/kd]
(mg/dL) (mg/dL)

2304 230+

200+ 200+

1704 170 *k
i %
& 1404 & 140

110+ 110

80§ 804

50 T T T T 50t T T T T

0 30 60 90 120(4) 0 30 60 90 120(43)
Bk ERE Btk RE

[270—22g/kg] [Z1La2—22.5g/kg]
(mg/dL) (mg/dL)

230+ 230 2

200- 200 B

1704 170
E 140 E 140+

1104 1104

807! 804

50 T T T T 50 T T T T

0 30 60 90 120(4) 0 30 60 90 120(4)
BfrRERRE Bk ERE

—— TStikE —=— IJYk—JL 10mg/kg Mean=SE. n=6

—— IYYr—)L Img/kg —e— I¥YUk—JL 100mg/kg *:p<005
—h—

= *3% :p<0.01
ZJYk=) 3mg/kg *3%3% :p<0.001

(Dunnett®ZELLBIRE, vs 75 EHRE)

[RBR 7 1]

MR SEHMEMESD 7y MZIZY = (1, 3, 10, 100mg/kg) M OVEWHFE A RIRFICRE D5 L, B
EATLT 30 /0, A 15, 30, 60 &N 120 4y OIMBEE 2 HIE Lz, BEIX alb TASA (1g/ke) |
HETASA (2g/kg) . A7 B—2R (2¢/kg) KMUZVa—A (2.5g/kg) AV, *PRICITEHEER
BREORE LTz,

-22-



@QGKZ b (FEARGG2BLBEIRIFE T V) \ZxEd 2 B A4 oo il S 75 H
MRECKZ » MII 7Y h—ZA 7o —RALRFICROBEG LEX, 7 F—iX
A 71— AB S LR & TSN U 72 AAUC-1 % B AFAZINEI L, 3meg/kgll ETH
B L7,

FERET 2 KRR ET LB OBEREROME LR IS 51EH

(mg-h/dL) Mean+SD, n=8
200 *:p<0.05
%% :p<0.01
(Dunnett®Z & HLEIRE,
[ vs 77 RE¥)
150 I |
3 T *3k
S
< 100 i
N Sies
Sive
L
50 1 L L
S
L L
ceese
0 | K] : : : : : : ;
TS RE 1 3 10 0.0125 0.0375 0.125
27U R—ILB (mg/kg) RTUR—2E(mg/kg)
(R 5 1]

WA SEHEMEGK 7y M2 7Y h—b (1, 3, 10mg/kg) A7 m—A (2g/kg) & RIFFICEOES
L. WEAMRT, Atk 15, 30 XU 60 0D MAEE ZRIE Lz, *RICITAERSEREZRO&ES L,
ANUCy 1T ZENE R MBI 2> SN L7 A 7 v — A Atk 1 B & Co b E-REr bR T2 R L
77,

(3) EFAHRIRRER - ks
[V.5. (2) RRSKHRER ) OES M
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VIL.

MBI S1RE

1. MPREDHER
(1) aRLEAEDTMRRE
REERRL

(2)ERIREABR CHRE SIN-OPEE
1)t 4 TILO0DEE & 4 TILEEDEMFHIEF1EHKERY
D& A 7 /LO0DEESOmg
A 7 LO0DEESOmg A 7K 72 L UK & 2RI, B A T LEEROmg 2 /K & LT E N EN1EEA 20
A ORERER AN BT B A A — =L LV R HERE O &G L, T5g A 7 v — XA fiftk
NP E CoMmbEEHERE A~ = b r— ] (R ERE) L LTz, Foiio T A—4
(AAUC, ACuax) (DN THEFHENT 24T o TofE R, WA O AW PRI R SENED SR S 47z,

/AUCy 3, (mg-h/dL) ACuax (mg/dL)
¥ A 7 /L ODEESOmg
71.60*t31. 87 73.9+13.2
(K72 L CARHD
¥ A 7 L EE50mg
73.06*t31. 64 73.8+14.8
Ok & HEI2iRA)
R R R A= (n=20)
AAUCO*Sh (mg'h/dL) Acmax (mg/dL)
¥ A 7 /L ODEESOmg
66. 09*=27. 94 68.8%t15.7
(K & ILIAR )
A T VEESOmg 66. 62132. 62 63.7%£19.9
(K & ILIZAR ) T I

P EREAERZE (n=20)
AAUCo-n « BARRIZ ISV D MBEMEHERS — BRI AR ik (T5gA 7 v — X AAF%3RFH)
A+ BEEATE 2B D A MBEEE

<K 7 LGl > <K& Y FehallR >
2509 250
T WRS ——e-- S5
—o— 4 7JLOD# 50mg —o— 1 F)LOD 50me
2007 - ®- t17)Li 50meg 200 - @- 175k 50me
3 TR =20 3 TSR (n=20)
5 ¥ A
£ Eixso K e
@ ’ ~ ,/ ~
& &
€ g .
1004, 3
50 . . . . . . 50 . . : : : :
o] 0.5 1 1.5 2 25 3 0 0.5 1 15 2 25 3
SRIBST (h) SRIESTE ()

Fro. K LEGHR, KbV EGERBROWTIITIBN T, GRER R K& O RAI#
H#HOBAN T L oMmER I 7Y F—/VREN SR LI EYEIE ST A —%  (AUCo-om,
Coax) SOV THREFHIRHT 24T - 7oA R WA OB 7R FSEVED RS S iz,
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@A 7L O0DEE25mg, & A 7 /LODEET5mg

YA 7 0DEE25mg K O A 7 LODEETSmglE, [ E B3 B /e B % 1 [E TR o A 2 [
MR A BT A > (CFR24452 29 B S EFAIE0229%10%) | IS, AT
ODFESOmg A FEVERLA & L7 & & | IWHETINE L < AW FHICRE L Bl Sz,

2)HERE (BERABMHE)
DZ=H R
RN B (661, 126130X3061) (ZZ2ERFIZI 77U h—/125, 50, 100mgZ #% H %5
L72Wg, i < 70 h— U3 532~ 3 ChRemfEic 28 L, BRI cdh -
oo M & Cond TELBIBIMR 2R S 37, JRAFPEIR T BN EVME R L2 4Y
Nk

PR AR
Tuax  (h) Crax (1 g/mL) Tiz (h)
nem i (% of Dose)
25mg n==6 1.83%0. 26 0.875%0. 167 1.97%0. 26 86.2*5.3
50mg n==6 2.427+0. 66 1.156%0. 351 2.20£0.53 70.7%£10.8
T Al 5
?ﬁ%ﬁ 29)
PR PR
Trax  (h) Crax (1 g/mL) Tie (h)
pem i (% of Dose)
50mg n=12 2.58%0.67 1.313%0. 424 1.97%0. 34 76.8%£22.7
100mg n=12 2.58%0.51 1.960%0. 464 2.03=*£0. 26 51.6%£9.6
B AR A
?ﬁsﬁ 313)
Tmax (h) Cmax (,U g/mL) T1/2 (h)
50mg n=230 2.77%0.95 0.938=%0. 183 2.43=%x0.54
K RV

1) AENOERBENTODHER OCHEE TEE, RAICIEIZ Y b= & LT1ES0mg
Z1ABEImREANCR ARG T 2, 2B, RSN+ RGEIIE, BEcd o8l
RLRNHIEEZ T ngE THETHIZ LNTES, | THD, ([V.3HEEY
& OESM)

QIEZE Gy

fERERLA B (661) IZZEMER XX RERNC I 7'V h—/L100mgZ #% M 5 L7-Kp, RE

R G-OMBEF I 7' b — U322 GRS L [R] U0 GRU2BER) T L7223, Cu

FONCIHE T Ui, £72, JRIPPEIRITZEMERE 3 050%, RERTSKIB TH o722

) ABNOAGRINTWDHEROHEIX HEF. RAIZIEIZ U Fb— & L T1E50mg
Z1ABEERENCRAKET 5, 2B, DRATSRGEICE. FiE 518
BLANGIEEEZTngE THETHZENTE S, | ThbH, (V.3 HERD
M) DEBM)
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3) RE®RS (BERRABE)

ERERE AN B (1260) 12 27U h—/ 150 1%100mgZx L A3EISHM (8H HIZEA1R]) MiEH

5 U7=BE,

~ABLRRIZIE—ETh Y . KEREIC X DERMEL 20727

SAEF G R O SR ENRE T A — 5 (JREEER N )

37U b O~ 4 A A TIRIEERIREICHE L. BRI b3

Conax Tonax AUCo1n AUCo-oo CL MRT T
Peh | R o ’ Ve
(pg/mL) (h) (pgeh/mL) | (pgeh/mL) | (L/h) (h) (h)
0. 66 1.17
1 n.c n.c n.c n.c n.c
50mg +0.13 | *£0.26
(n=6) o 0.66 1.17 2.54 2.76 18.97 | 3.78 2.17
+0.17 | *£0.26 +0. 63 +0. 65 +4.55 | £0.32 | *£0.27
1.03 1. 42
1 n.c n.c n.c n.c. n.c.
100mg +0.29 | %£0.38
(n=6) o 1. 10 1.33 4,17 4. 36 23.41 | 3.69 2. 11
+0.19 | *=0.41 +0.75 +0.71 +3.67 | +£0.20 | +0.14
n.c. : JEET YR & R UE A 2

F) ABNOEREINTWDHEROCHET @, RAZEI 7Y Fb—n & LTlE50mg
Z1ABEFREANCR ARG T 5, B, 2IRAT0RGEICIE, flzx +0108]
BLAENGIREETngE CHEETDHZ LN TED, | Thod,
M) oHEBHR)

(3) &

LR L

(4)B%E - RO

1) BEOEE
@2 RBERFBEICRBIT DI 7Y h—LORFICLDHEE (HERE) »
2 RIBEIREE (1361 - Bk 116, etk 2 BDIC7 v AA—_"—{EICED I 7Y F—
BHERIII 7Y b=/ 50mg @I RBAMGIERT, FREELA 16 /5. UIFIRBILS 30 &I
AL, =2 bu— B3RS IS E 2 E L7z, £ ORER, 8% 30 7k 60

SrOWNT IO MPE EFICR LT 7Y b= VERHRGEED N

=4

=1

( V.3 LD

B R 2R LT

23, MBEE AUCo 180min (2 DOV TIE, WTNORIERE S 2> Fr— VR THERIET
Loty — . BBA VAV KROA LAY 2 AUCo-18min IZIREREEL o ha— LEET

BRI DN TD . WO REERE AR T 2R Lz,

@2 R R ERFICBITAIZY F—LOBFICLAHE (KERSE)

2 TUpERIFBE (3141 % 2 BEICIMEA(L L, 227U h—/L 50mg % & EH]
(2 3 I HRIRA LT, HbAle (JDS fE) M UN1,5-AGC Z#H|E L7z, & OHEE

. I RER
. BIEBGHE

IZBWTH, BREANCES L-5GE &[RRI HbAle (JDS fH) OAERIKT &, 1, 5-AG
DOHEEZR EAPEO T,
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F) AFNOEBEEINTWAHELOHET M@E., RAZIEZI 7Y b—1 & LT1E50mg
Z1HFERERNICRO®RET 5, B, R +0RGEICIE, Rz o8l
LZULANRLIARE gL THIRET 52N TES, | THH, (V.3 AERD
ME] OEBR)

2)BHREODTE
@ VI 7. B EAEH ) DEBMR

QuEF 7 &Y L O HAER
faERERR A B (16 6) 1ok L, 427U ' 30mg &2 1 H 1[0 8 HEERE L%,
IHIZIZY b—/v50mgl H3EIZHFHLTS ARINERS LR, 4270 %Y K
P BRIt DO O A7 U & o REAR R ONEPERE#Y % 5 O TG LG
BFFD AUC DIIZZNZF0 0. 975, 0.992, Cux DELIZZILEHL 0. 955, 0.977 TH VY, E
7N 2D AUC KT Coax \ZFEBTRRD DI D2 T2,

Q% DAL FW R HAEH
TV Rl =T 2V ULT 7 U UR T = b UK E O EAE RIS
BWTHEWERE A AAERITRRD SR o7 2, Fe HIERA (v—m v 2 )
EOEYMAERRBRICBWTYH, 27U b= L OEWENEIZHHIC L 2 BT 5
nNzmot ™,
KBE L SEANT —H

2. HMEEHNSA—S
(1) BBAT 3%
LB L

(2) AR
LR L

(3) B EE M
LR L

(B)D VTS VR
<BE HEANT—F >

HERHOABE (6 1) 1 -3 27 ) b 100mg AHRIRAELS LIz L &, fUE7 ) 772 %

(CL) 1% 0.103L/h/kg T -7=%

V) A DAGR SN TV B IERORRIE 8%, RAICIEZIZ Y h—2 & LTLE50ng% 1
3B REAICENEET 5, 72k, DR+, Rilla+ocBE Ly
MO1EEAZTNgE CHET L2 LN TE D, | ThHDH, (V.3 HEKOHE] OHF
BHR)
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(8) R HEHE
<BE  HNEAT—H >

fEEER A BE (6 6) (Z°H-2 27U b—/L 100mg ZFARNEES- L= & & Hfmam (Vo) 1%

0.28L/kg TH-7-%

) AHIOERBIN TV ANEROHEIT B, EAZIEI 7Y h— & LT1E50mg % 1
ASEIEREANCROKRET 5, . IRATSRGEITIE, fREt +oIc8ligg Lz
MH1AIEZTngE THET D2 LN TED, | THD, (V.3 HEKUOHE] OHFE
Z )

(6) ZDftt
AR L

3. BEE (KEalL—vay) @i
(1) BB A3k
U L

(2) /85 A— 4 EHER
LB L

4. RN
7Y P UREEAEREEZ T TIRPICHEE S D 2 LD | RPHEIESRIIRIN R 2 RO L
TWaHoEEx D,
AR R N B (6451 S0 120) (CZEIERFIC R 7Y h— 125, 50, 100mgZ kA G- L7-& &, R
PR3 BBV T L7230,

<BFZ HEANT—F >

fERER AT (6f1]) 12 H-X 77U b —/L100mgZ % A5 L7z & & DJRIPHRIEERD &5k oo 72K

IR ITFI60% T - 720 |

W) ARFIOEBENTWDAEROCHREIT HEFE, RAKIEIZ U h— e LT1E50mg% 1
H3mfBRERNICRE OG5, B, RN TORGEICIE., iz HoIcBigg Lagn
HIEIEZTomgE THET H 2N TED, | THDH, (V.3 EAUHE] OHESH)

<BE @RI —% Ty >
7y bEMAWTIZ Y b=V ORI Z R Lz & 2 A ERWIGRALIT/ MG EETH Y |
R DIXIZ L A ERIR S e o723

<BZ  HNEANT—HF>

BERER A T (6 451) 12 *H-X 277U b —/L 100mg % B [EIFFHRINEE 5 S OB EIRE O 65 L 72 fE5L. #E

KEINA FT_A T EV T 1T 60%Th 5 EHEES Y

) ARFIOARI N TWD HELROH &L @, RAIZIEI 7Y b= LTlE50mga 1 H
e RERNIRE NG T 2, e, IRATSGEICE, BRE +2IBEZ L 2R 61
[l FEA75mgE THET HZ LN TED, | THhD, (V.3 HELUHE] OHESHR)
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5. 9
(1) dni&—AxBE P @@ 1
HMER R L
<% . @WRBT—% Ty >
UC-X 70 b=V 2mg/kg 7 v MIREROFEE LI & T THHHEEH 0. 67 REEIZE T
2 PN Jc B BT B L S R R BRI EE DF) 3% TH D . 2 7Y b — Ui IMBIF A1 F & A
il LBz sni 0,

(2) mni&k—RAAERAPT BB
MR L
<% . 9RBRT—% Ty >
HUC-X 7Y h—/L bmg/kg HUEHRE 18~20 HD T v MIfEAFE Lz & & IR VARSI HUR6E
DFFRI L ERITRO N T BRAOBITELRRKTRSGED 0. 15%TH Y | JRIE~DH
FTEITE o 723,

(3) FA~DFBBITHE
<BE HNEANT—F >
BEREPESRLCIE (6 1) 256t BRI I 277U F—/L 100mg Z 5] 1 RIEFHEIBAARICR G Lz & &,
Be bt 0~4 BER RO 4~8 BRI 2 Uit vhi B /S 2 e vh i FE 132 24 0. 240,
0.201 TH Y, FiFHEMFRIL0.019% T 7=,
) AR OABI N TWD AELOHEIT M@, kA7) b— b L T1FE50mg% 1
A3EIfERERNIIR ARG T2, B, 2IRATIRGEITE, iz ool Ll

NO1EIEATngE CHETAHAZ ENTED, | Thd, (V.3 HELKOHE OHE
ZHR)

<zE . @WART—% v b>
MC-X 27U b—)b bmg/kg R OFRFLT v MIHERE ARG Lic & & CHLIT TR R R
(A PR RER L & PATICTE R Uz FLI PO EIR AL 13 & O R 2 R < T DR
SUSF W TISE R RER L K 0 s AEP I REIREE O 2 fE 2 2 5 Z Lidleh o T,
HHFBATRIIB G RO 0. 4% L HEE SN Y

(4) BEBADBITHE
MR L

(5) Z Dt DRI~ DT

U ERR L

<BE oW T—% Ty >

M- 7' ) b—/Lbmg/kgx T v MR AOE LIZ & DR ERIFMOEE A — 5 P42
5 AT HOH AR OS5 L. = MRS E TR %7 Ui,
i LI AT PRI B, T 1T BOH A S . BB
IERD BTz, B 5 2R L P BRI OO ARSI & FUT=. FEHAOIC L
B RERD BV ARG £ T 0 | BFTIMIZIE S 72, MC-X 7 ) h— L 2ng/keE T
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MZTA1ER2L HEER ARG L & & RS & EA~BURRE D IS AT A bR -

7= 36)

(6) MFELHEEE
<BF HNEANT—F >
MC-X 7 U b L DR BYE - e (3 BISE 6 Bi) A HERER L7 iR BT 5
AERIE, 3 LA TF SR, MEZER ONBERAFIEITRED bz oo %,

<BE . $WRART—4% TJ v b, AX, in vitro>
UC-2 70 b—=DF v b RO XMIEE AT HREARIE, WTHIZBWTE 9. 8% T
Thot=

6. R
(1) BRI R R SRR
MR L
<BE . WWhRRBRT—% Tv b AX>
ZF v FROA X2 M- 7Y b= ERGHZORPIRFEDIIHRE ST, 7y AT X
IZBWTZ U b= Tt A ERE SN2V EEZ LN,

(2)RBEIAEAET 58H CYPFH) OnFE FE5E

27Y b—/lidk bF b2 m— 2 P-450 437 (CYPIAL, CYP1A2, CYP2A6, CYP2B6, CYP2CS8,

CYP2C9, CYP2C19. CYP2D6, CYP2EL, CYP3A4) DAHITEMEZPHE LR -7 0,

<% . HWRBRT—4% T v b, in vitro>

F v MIIERSHERERAR D X 77U h—/L% 400 2O 800ppm T 28 HMIREEH G L= & & (%
54% 27 A% Oy 580% 17 KO 26mg/kg/ H) V. ONTT v M2 30, 100 KX
300mg/kg/day & 7 AMIER NG L & IFX 7 v Y —LDF h 7 v— 2L P450 43 -Fl
(CYP3A, CYP2B, CYP2C TR CYP2E1) D#FEIIFRD BRI -T2

(3) NEBBHEOERE VT DA
LR L

(4) RIMOFEDERREIEL, FELE
AR L
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7 . HEii
fERERE N B (12 DI 27U F—/L 50 XiEX 100mg % 1 H 308 HREI(8 A BIZ#A 1 [|) KiE &5

LW, 22770 h— 0 BREPRIEER T 3~4 ALIKIZIE—ETH o727,

A G- D BAEHEM R (% of Dose)
Be b5 1A H 2HH 3HH 4HH 5HH 6HH 7THH 8HH

50mg 38. 06 42.72 43.03 44. 46 44. 67 46. 64 45. 96 45.71
(n=6) +9.18 +7.51 | £7.21 +7.40 | £6.67 | £7.68 | £8.04 | £7.94

100mg 32.13 34. 07 37. 20 40. 36 39. 08 39.71 38.76 35.12
(n=6) +4.72 +3.11 | £5.22 +5.72 | £5.41 +5.50 | £5.21 +4.68

) AR YR 22

<& HNEANT—H >
R A B *H-2 7' U h—/L 100mg 2R A#EE L- L &, 5% 96 I £ Tl &0

59. 0% AN R U, 29. 1% TPt ST, FIHEZFIRNES Lz L & &54% 96 A £

TICHE GO 96. 20A R I, 0. 92% 28 FE P ICHEE S 7z 29

E) AANOAR SN THDHEROHEIT B, AIZIEIZ7 Y b= & LT 1 [F 50mg %
1 B 3EEEERNCREAKRET 2, B, IR0 RGEITIE, i+ o 8igg L
26 1 [AlEE Tomg FTHETHZENTE D, | THDH, (V.3 HIEAUCHE] OH
Z )

<z%H . BWRBRT—% Ty b, AX>
M- 7Y =% T >y MTEIRNEEG LY -2 7 U b— v & A XIZEIRNES 35 &, 2
70 b= /UIFEFITUE & A LRI ST B G EDIT L A EBEIEZ N L CTRTICHREE S iz
W LERo T, 27V b= OTHRERKIIB ThH o 72,
8. FSIURKR—E—IZBET B1E#HK
MR L

9. BNFICLBBEE
<zZB  HNEANT—F>
BT AT MR A A B 7o fE R R 32, 27U h—/L50mg % 1 H 3 [0l 7 HMIERD
Be5 U7, BT AT MR A L A ARFIOREFRIT 80. 0~81. 8% Tho7= (GG 2 H,
5HEONT HEDOWE) ¥, (VI 10. (4) BTEEICE T HMFRE] OHESMH)

10. BENDERZHITHEE
(1) ME RO EDEZE
<HZ HEANT—F >
fE R Rl N 55 1 (8M511) Be UM s lin & 55 2 (%86 12X 77U b —/1100mgZ 1 H3[E4HA (1HH
FELE) KEROEE LR, S S 2 ciiiEd I 7' b — LR R OSSR EhRE I E
E72 o Te, —H . Sl BRI IR A B LA RIIER L7223, G X TAUCIZ S
JBENIR S TEY

-31-



FAEF G R D854 B B OFMEHRE ST A — 5 (RREERR A B, O EnE)

. . . H A
RABHE| B | ol | G v
R B 1) ie o S5 )
Coax (1 g/mL) 2.7 2.5 3.2 0.6 0.1
AUCo-1sn (g h/mL) 13.7 14.7 20. 5 0.7 0.07
Ti2 (h) 2.3 3.3 3.3 0. 0002 0.9
Toax (h) 1.8 1.6 1.9 0.3 0.2
Refar -

) AROAR STV L FHELOHEIE R, RAIEI 7Y b— & LT1HE50mg % 1
H3EfERERNICRE ARG T 5, 2B, DRATHRGEITIE, Bl L HoICBlg Lan

LA EAZTImgE THET H I ENTE D, | THD,

(2)2 BERREBEFICH T H2MFRE

<BE HNEANT—F>
fERER N B 1 Je OB RIS R (126D 12X 77U h—/1100mg % 1 H 3[a]7 H I iE#& 5- L 7=
e, ERERR A & 2RUBE R R O MEH 2 7 ) b — VIR EEHERS 1T B L, 2B R R DX
EEEICEAMIET I 7Y N VREHEBIEITRD Doz |

REHRESFOMTHREHES (BEBRABERV 2 HBREEE)

(V.3 HiEKROHE] OEER)

(188) (788)

(ng/mL) (ng/mL)

10000 10000 -
Jin} Jinl
i3 g
i J
I} Y
k k
)I|, 100 )I 100
= =
E —o—2BUNEFRIR E —o—2BUHEFRIR

—— R A —e— iR A
10 I T 1 T 1 10 T T T I I
0 1 2 3 4 6 (BFfE) 0 1 2 3 4 5 6 (A%E)
A5 R

V)RR R, 2 BUBERR n=12, fERERK n=12
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AR B G- R DFEY B RE N T A — 2 (BEFER N BV K O 2R bR )

N AUCnorm AUCO*ESh Cmax Cmax norm Tmax T1/2 Aeur

BE 5B '

(kg+h/L) | (ug-h/m) | (ug/mL) (kg/L) (h)* (h) (mg) *

o 1 4.09 4.37 1.26 0.91 1. 46 9. 42 33.85
A (1.53) (1. 50) (1.41) | (1.39) | +0.50 | (1.16) | *14.06

itk . 4.05 5. 62 1. 66 1.19 1. 41 2.19 31,62
(n=12) (1.38) | (1.37) (1.35) | (1.38) | =0.47 | (1L.17) | +19.79

ol 1 4.12 4.69 1. 44 1.03 1.71 2.06 37.80
5 (1.37) (1. 39) (1.43) | (1.45) | =+o0.40 | (1.21) | *16.71

BE ; 4.03 5. 64 1.67 1.19 1.82 2.29 41. 00
(n=12) (1. 40) (1. 40) (1.33) | (1.32) | +1.21 | (1.26) | *15.62

SIEEZTgE THET LI LNTE D, | T,

(BVHEEEFICEITHMPEE
<BE SEANT—F >
fERER N (R4, ZotEABl]) K OFREZS B (BEAR], ZtE4afl) 12327 ) h—/1100mg%
PRI BRI O B 5 U 72 R, PSR O KB RE X T A — S R R & —3L

L=

EEE GRITERE(RZE)

XKoo P AR AR A

norm: (& 5-5&/ IR H) THiIE
) AKAOARBINTWD AER O &EIL M@, AIZIEZI 7Y b= & L T1E50mg % 1
H3EERERICHEAKRET 5, 2B, RN RGEIE, BiEE +oIcBlgEZ Len
(TV.3 HEEROHE] OESHR)

Al 5RO ENRE ST A — 2 (REFERRA M O )

JTREZE A | BRFRERRA TR R S /B FE AR EE D HE T fiE
(n=8) (n=8) (90%{F X )
Crax, norm (kg/L) 1.23 1.36 0.90 (0.71~1.14)

Toax (h) 1.0-3.0% | 1.5-3.0% —

Tise (h) 2.35 2. 40 0.98 (0.80~1.21)
AUCo-6n, norn (kg * h/L) 4. 45 4. 49 0.89 (0.70~1.13)
AUCo 10, norn (kg * /L) 5. 02 5.92 0.85 (0.63~1.13)
AUCo-co, norn (kg * /L) 5.90 6. 68 0.88 (0.69~1.14)

H1EEZTomgE THET LI LN TE D, | Tho,

-33-

DAEPH. — o ORFEME. A(TEEIE

norm : (¥ 5-8/{KE) THiE
) ARRNOERBEIN TS HEROHEIT B, RAIZIEIZ Y b=k LTLE50mg#% 1
A3EImRERNIR ARG T 5, . 2IRAF0RGEITIE, BEE 0B LR
(TV.3 HEEOHE] OESR)




1

1.

() BNBHICETRMPRE

<BE HEANT—HF>
BT ST MR SIS AL EE IR PER PR 3 IS, 7Y b—/L 50mg 2 1 H 3817 HRFERER
R#h 7ol 3 5BkA 5 B ROV A B OB UL Mg A@aiomiEh 770 b — R,
BB 2 A E (7.4~11. Tu g/ml) 12 L 2~3 5D @B Z R Lo, —F, AAIRGHE T,
MAEF 7Y b= REITR AR T 2R U, %5040 14 B B O@E AT Mk Atk <

IRRHIRFL (0.1 pg/ml) < ETIERT L, 223, AFIOFENT LMK A2 &0 FrE

1380.0~81.8% T -7 (FEBMH2H, 5 HXOT HHDH W,

() REFHOBHREERTEEICS TAMFRE
<BE SEANT—F >
BT Z T TR WBHEEEIK T (426) 123 7Y b—/125mg% 1 H 3[EI7 H BIRCERE N £
H L7z & BEREETICHEWT N ER Lc, £, 7V 7 F =07 U7 T 2 AH330nL/min
Rl D BETIE, KEBRGIZE Y CuxdS I L2

[AE B G- DI EN RN T A — 2 (RAFHI O EHEREIK T )

2

Iz
=

J VLT F= 7 V7T A (mh/min)
NI A—=% | ¥5H
=60 (n=7) =30 to <60 (n=6) <30 (n=6)
Coax 1 1.02 (1.19) 1.18 (1.28) 1.33 (1.38)
(u g/mL) 7 1.25 (1.26) 1.37 (1.32) 3.05 (1.32)
e 1 3.5 (1.54) 5.5 (1.47) 11.5 (1.55)
i 7 3.2 (1.37) 5.4 (1.25) 12.5 (1.60)

SIREZTgE THET LI LNTE D, | T,

Z Ottt
WAL L
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L EME TR YE (R 22)
E) AANOAREIN TV HELOHEIX @, RACEI 7Y b= & LTLH50mg% 1
H3EERERNICR ARG T 5, ok, IRART272GE6101E, iz + 0852 LR

(V.3 HiEAROHE] OESR)



VI &t (EALOIES) 1Y 4EE

ERNBEFNDEH
E I TN

L

2. ERABLZDER

222 (ROBEIZEBELENI L)

2.1 HIES b— A FERPVESIESUIATSED BE [BiK R OA A Y A K B30 72 s i
FEDIEIER MR L 7225 O TARANO G 1T Z 720, ]

2.2 EIERYYE, FIAT#%., EEIMEO S 5B M AU UIEFHC K A MEEENEEND
D TARAN OG- 133 S 72\, ]

2.3 RHND RS 2 MBUE OB ERE O & 5 B3

2.4 R SUFEEHR LTV D ATREME D & 5 2otk [9.5 2 HR]

(fiFEzn)

2. 1 B L O A ) A K DR S ME DR IERMEATH Y . AR OG- 1T#H I ez
R E LT,

2.2 4 AV N LD MPEERPEEN, RAOEGILE S 72 WO E LT,

2. 3 RHID BT 5 LIBBOE OB E D & 5 BE VIR 2% 5 LT-5E6, mUE 4 & 2 3 etk
DE WO E LT,

2. 40X AW EBRTREMOBEEOR T, REINIS, BIEEEORT, B{LEIiE
KO TROEMAHE S, £, 7y P AW ERTRIEAEOR TARE
NTNWLZENLRE LT,

3. MRENEIHRICEET HEELETDER
(V. 2. ZhHRESUIZNRIC B 575 22T 52 &,

4. RERUVAERICEET HIBLETNEH
(V.4 ELOHEICEES ER] 220752 &,

5. BEELGERMIELEZNEH

8. EELERMIE

8.1 A& H-rhL, MbEZ2EMMICHRET 2 & & bic, Rz +oIcBE2 L, FIic& Gk w
BMEICOWTIHEEZL Y 2 &, AAlE 2~3 T HHE L TH RG220 E N8R4
7256 (FRIRILAE CRAZ A 2 BFRMEAS 200mg/dL A FIC 2 b r— /L TE RN L) 12,
LV EEX ONDIBFE~ODEREZET L2 L, B, BRBOEO+ 7= br—L
(FRIRIMLAE CRAZMAE 2 FRRMEAY 160mg/dL LAF) 23F B, &ERE - BEPRIEXII N
ST Z TR O Mg TAIE L <IEA v AU V2T 205 THI LIS 2541
iE. AAFIOFEEEZHIE L CRIBBIZREZITH 2 &,

8.2 AR DERNZ &7 - TiE, BFIT TR R X O ORI EEIZ W T+ 2 2
&, (1111 ]

8. 3 MRMBHERZEZ T2 LN H2DT, @R, BBHEOERFIIEFL TV LHEE RS
THEXITFEETLZ L, (11 1L 1 3]
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8.4 RF DLz L THEEMA ), T35, TTH) FEOM G RAERRREET L2 L013b
Do INOOIERNBIEHT HDBZNNH LA, PENOREZEGL, FERZBIZEL
RBOHETDZENEE LY, I, —RICKHEOREE & HITHET 52 ERE%0
3 FERITIS U Tl & 2 WIZIERE N T ZBRBRAIODF A 2B L. ®E Ttz bihang
Al EEPIETS 2L, [11.1.2 2]

(fifEs0.)

8. 1 AANIBELE DML « MINAZBIES TS Z LI LV BHOBIMEL2SET LR THY . A
FaEHEG LT 2~3 BAEEG L TERB AR 272G61F, BRERG L2k T 5D Tk
72 MOIEFE~OYIV FEZNHEY EEZ LND DR E LT,

8.2-3KIMHENRHLONDZERHHZ ENBERELT,

8.4 KHNTa-7Nvav X —EHERTH Y, /Wy C KRR AZAET 2 ik
0B OWAL - WRIN A RAE X, BB OMmEE A2 IEIT A TH D, Lo T, AR
O WK fREERBAFEERAN TR 722 L REILOFEE R L < 720, B, 55, T
FI% O LEHERD BT 2D L B2 b D, (& A EDIERITE Gk T 5 25 VI
HHIERZRIZIERT 205, JERIZIE CTRLENKLEIZR D Z R b DT 0% E LT,

6. HENEREZATHEBICHT HIE
(1) BHE - BEEZFDOHHEE

9.1 BHHE - MEBFDHLHEE
9.1.1 FAEFHOBREXLGHAEOBREOHSEE
NN AT 2 EDWEINC L0 IBPHZER BT 2B Ehnid 5, [11.1.2 B
9.1.2 At - RINEEZHF o -BHHEEEDEE
AAENOIERNZ L0 BT 28001 H D,
9.1.3 AT LA NERE. EEDANILZT ., KIGOKE - BEFOEE
WP 2T A FE DI & 0 IERDBE LT 2B b 5,

(fiFEsn)

9.1.1 BAMEFIH-CRPAZEDREE D & 2 B 13, FRE RIS & 5V IHERERI IR E O EIK 23N 5
ZEITERY . HEEOBmBFEELZEZ LT WVIRBIZH L LB D, RAIOEEIZ
X0 SR, S5 (i) 2 Z 2 01k, AFIOERIC LV EE - RIS R0 E
FRIBIZET DHEE I L, 2 BNAIEREIC X o> TREEDR SNV BRICHAET D0
AL D EBZBNTWD, MG, S (R F2ERIcRIE L7y | ik s
WXV EIE LD LG A IZITGAZERDIERICE TELIBENNH LT DR E L
7

9. 1.2 AANT/ T T DHEE O - WIBOERRITER T 5 7290, BEIZTH L - W BESE 2 A3
5 EEOREBICEEZ LT AEEENTE TE VNI ELVRE LT,

9. 1.3 AFNOIEAIC L VAL - WIS NN E ERIGIZET APHEN ML, 2 ENHE
\Z Ko THREE RSN BRICH A ZRAESHE, 2o OIERNE(NT DREEERH D Z
EMBERE LT,
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9.2 1 ERLEHERETOHLIESE
IEFE A TMAETREN LR 2 enfiEshTnd Y GEAT—%),
1

9.2. 1 RANX., WINEN7=%4, %W*%mfﬁ%%%ff REAGARD F F I B gD D HEtt
D, EORRRBRICIWN T, EERBAEREE RS IR G L2 BICE e E W&
(AR THERREN ERTHZ 2N i&%éhfb\é T EMERE LI,

(3) FFtgaefEEEE

9.3 iTHkREfEE B E
0.3 1 EELFHEEREENDHDHESE
REPRERARZETH Y, MPEEHRENKE S BT 2BZNNH D,

(fiEan)

9.3. 1 EERIREREEDH 2 BB TlX. FCOBEFAEN oI Thbi e G By
%%LTW@T&%ﬂ%Z%ﬂéo_@i9ﬁ%%fi\m%@@%%ﬁﬁ%ﬁﬁ%ﬁ
a2 A[REVEDN B D Z & B RRE LT,

(4)khERez=HT 5F
BRE STV

(5) 4xi&

9.5 4T3
A0 TR L CW D RIBEMED & 5 ePEIC i3 e 5 LW 2 &, SRBETEREO o 1o # 5
L7-EBR T, BEWOBAROK T, (REBIH, BIEAREOK T, BCRER ORI
FECROBMPRE SN TWD 7, BWEEBOT v MG L7ER T, JRIREEDOK
TRHESHLTWS Y, [2.4 B]]

(figEsn)

9.5 VXD - lRIERAEICEET 5B (27U b—s10, 10, 45, 200mg/kg/H) 12V T,
45mg/kg/ B LL_EOMEBEMW)ICHRE, Z{HH DV T IAE2Y, 200mg/kg/ B CHREBEININH] &
OMEET IR 3380 BTz, MBI Tl 200mg/keg/ H O & TIREAEE O FEA, B{biE
JEX DT ROHNNFRD B ALz, WATNEZ RS 2 P il d i F & O 200mg/kg/ H
IZBWTHRO LN o7z, WEHMEET, MEBEMICK LTt 1omg/ke/ B, FRYEIT %t
L Tl 45mg/kg/ H & Hlr L7 17,

Z v FOR - JRIRIEAEICE T A58k (2 7Y h—/1 0, 50, 150, 450mg/kg/ H) (ZIW\ T,

MER B~ DB I s & D 450mg/kg/ HIZEB W T RO b -7, 450mg/kg/ H

WCEBWTHREEREOK TR AN, BAEFBEZTRET LT IR b7, H
AW (F1, F2) 2xk L CiE, 450mg/kg/ BIZHBWTIZ AR DORE « 5 &k OVEiHE~

DOFEITRD B Do 1o, MEREN) K NN (F1, F2) (2% 2 S &1X 450mg/ke/
ALl b, BB (F1) TiX 150mg/kg/ B &k L= ),

BB AE R L 7203 70 < | BRI R 2 2 M EIEHESL L TV N Z bR E LT,
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(6) Z1.iF

9.6 RELIF
TR EOBRMER OBIRBEOA L BE L, AL OME TP L2 RG22 80
FABITT 2 2 ERMESNTND ™ BFEAT—#),

(fifEs0)

9. 6 fAEEFERR LM (6 41) 2% 2 7Y h— 1 100mg Z 5] 1 Al AR EBIMEHC R G Li- & &,
B 5-1% 0~4 ] e OV A~8 IR 351 2 S 7L R B / - 24 i A v iR FEE 13 2 0240 0. 240,
0.201 TH V. HHHHEMFRIL 0.019% Th o7 L DHENRH Y ¥ | ILIRICKIT 5222
BHESL L TN Z EMMBRIE LT,

(7)/MR

9.7/hNR
EIWN CE S N7/ Ext g & U RrE e & ERARRER IV T, 56 B, BIEA R #H
HINTZDIX 37 1] (66. 1%) T o 7=, ERRIWER AR MPE 18 4 (32. 1%) . F#1 14 51 (25. 0%) |
s 7 B (12.5%) . BE9E 7 61 (12.5%) Th o7,

(fan)
9. T JEFIBUTIR S LTV D 28, B A I S U7/ N 25 5 & U 7= SO AR 7E 14 B R AR
(ZEAD S, BITEHIZEBUIRDL 2 Ridl L7z,

(8) BtnaE

9.8 S E
BIEFH ORBICREE L, B2+ LN OEEICHET 5 2 b, —iRIcAFRE
#ﬁ?bfwo[iﬁﬁl

(fin)
9. 8 SMETTIT LR E 5 & LT R EIRERER T, Il DB D & S i
NHDLNY ., EIE~OIRYBE DT> TO— IR ERFEHE L TRELL,

7. tHE{ER
(1) HRZESEZTDER
BRE STV e
(2)BtHEE L T DHERH
10.2 FREE (BHRISEET S C L)
TH 4 % BRIARSESR - 518 7 1E Bery - falRi 1
B PRI 5 MBS FE R A2 S B3 5 B2 40 | A2 FeHE IR 3K o 1
AR =T LT R HEA WD DT ARHED LEE% | Bk TIERICAAI O
v 7T A RRIEH Bt 572 EEICE G T 5 | BEEWINGERIEEN 2
A R Y A Z &, mo s,

FT VY TR

LR L GV S INZA T/ 8
DPP-4[H. 2 #1|
GLP-152 5 (R 1E B 3K
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SR FIA0 5

AR - FRE Tk

B&FE - faRRIN

SGLT2FHZEH
[11. 1. 1=/R]

B PRI R S N OV oo I R VR &
IR DA Z DAL T 256
BRI P SR g RS T VR 2 8589
% 55

B —HE KT 4

B+ U FILERA

E TR R E A

7 4 7 T — b RO ENRIUE R

N7y &

Bl PRI B B OV o Il % T AR &

FEFEDOF NN 2 BT AR K] %
O3 25 A 12 IE, FEIR I A 3E
DM EOREEIZFHE O A
TERICHEET D & & bla, AA
DHEE WA IEAE I A3 N4 %
LIk B AEET
52k,

LEREANZL Vo
DR 975 FH S oD 1 s e
TIERRHEREN D
LA, KAlOKE
USSR SENAVI
Db,

FERRHANC LV o

BT DA Z P L TV D56 B PR3 ] 3E D b %
Bl PR AP I SE oD B e T 1F A 2 skiss 3 TNERA G S D
% HEF L 2T AIT, BAIOKE
7T RLFU v B RS A 230
B R E AV D5,
R A LE S 5%
A=A A=Y TS OEFOAEYTFHIFIN | BT IR TH
T=FT BMETTHZE0nH D, Do
A%y T A X O A
TTaZenbb, vAXFT
OMmIERRENMET L7HE
Wik, Va5 EEH
#9572 LU R UE AT O
(fifgw30)

(1Y 7 VR 7F7 I REDOHEA
<BE HEANT—HF >

SANENZ BT, A BYE (661) (oxtL, 7V _> 27 Z I Remgl HIEIK N 7'V b

—/L100mg (#iH) & HVME7 7B AR1A3MEA 7 n A4 — " —KIZCTHHEF ARG L

SR

TVR 7T ROANC) g VCoae?N T T B AR EHEE LT, TNEN2 K RITME T L7,
FTo, 2BUBER B 6D Ickt L, U Ry 7 T I R3mgl HIFEIR NI 7Y h—/b

100mgd 5 WX 7 7 AR 1A3EIZTHBIOFHE G LIk, IR L LT/ U2

7 2 ROAUC 1an S I2MIE T Ly Coa 310N L 72 & DS 550,
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(2) A FFRNLI v EDOPEH
<BH HEANT—H >
SNENZ BT, R A S (1261) (2xtL, 227U b—/1100mgd 5V NE7 7 EAR1H
M%7 v A A — N—{EIZTCTH MR GRIZ, A AL 1, 000mg % Hilal# 5 L7z
B, A R 2 DAUCo M UConx X7 TR L L T, ZNZE 129K O3%IE T L7z
EDWENRDH DY,

(3) 77T ) a—& Dt
<BF HNEANT—F >
FAENZ BT, RN BME (1061]) IoxtL, 7'm>r'Z /7 v —/40mgl H 3[0] 1 $5¢ 51
27U b—/L50% UN00mg A 1 H 3[EI7 H IOFH$ G- L7z ik, BLAREE RS & bl L 7 e 7
3/nuw@wmﬁwumwmf%m%mw&meﬁFLt&@ﬁiﬁ%éoﬁ%\
IMREAE, OB K OV BRI ORI £ 2 R Sz 725,

(4)7=FTLDOH
<z2Z  HNEANT—F>
FRENZEBWT, BEEERANBME (1261) I2xf L, 7 =F Y 150mg% | H 2[0] K4 % 5-RFIC
X7V b—/1100mgl H3[R % 7 1 A A —/3—EIZ CTH MG U7 Rg, B A IR & b
L7 =F T DACK D CoueNZENZEINAO KL TATNAK T L2, — . 27U h—/LDAUC
T O Con TITBENRBD SN2 otz L OWERH 5% |

(B)yvaxvrnptH
<BEHNEANT—H>
SMENZ BT, fEEERR A B (1261) (2xtL, ¥ FF 0. 3mgl H 1B E & G-REOE
FREBIZEBWNWTI 7Y F—/L50 Kk UN00mg % 1 H3[RI7 H R fF G- U 7o iRe, B H Ry &
%@LT/:%//@%%&N&U%%&FL PRIPHEMEEIX 19X OB3%IE T L= , 2
B FERBAAL A B R O8H BICHYE Lc, 2 D7 OIEMBIREIX 1041 THEM L 7=,

UAX TV OIMAERRE - Y ERE T A — X5

HH vaxy 7Y b= 7Y h—v
a B E (n=10) 50mg{fFIEE (n=10) | 100mg{ifFkE (n=10)
Cnin (ng/mL) 0.813 (1.25) 0.662 (1.41) 0.586 (1.35)
RO PE = (u g/24h) 251.2 (1.16) 202.6 (1.30) 169.5 (1.26)
B VT TR
) 2.965 (1.29) 2.938 (1.36) 2.775 (1.39)
(mL/min/kg)

LI (AR 2)

Cuin ¢ ETIRHE O B AR I R B

FTo. BFERREE QTHI) 1T L, YEF 0. 2mgl H1RIKEEGRHIC, X7V b

—/L100mgd D WL T B AR H3EIZ 14 B HIPF& G- LciE, 7T R &Lz 3
XU DOl B L RIE S 2o T2 & DRENH H

) AFIOAR I TW D AELOHEIX @ RAICIZI 7Y b—1& LT 1[E 50mg

1 H 3 EEREMIREAREST D, 2B, DRAHDRBAICIE, Bz -+

BEL7enS 1 Bl&E% Tomg ETHETHZENTE S, | THbH, (V.3 HiE

FOME] OESH)
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. BlEA

1. 8I¥EMA

WORWERARH LD Z ENHHDT, BIEEHITITV, BENED LN EITIT#
Hadd 57 SR AEERITO &,

(1) EXGEIER & MHER

N1 EXZEIER

11.1.1

11.1.2

11.1.3

1K Ifn &

fl DHE G & OO TIRIIEE (0. I~B%A01) 2 bbb Z ENnb5, £7-, i
OFERIF A A OFH L 2 W56 T O ARMEE BEEARH) AlESNTWD, AANET
PO « WINZIES 2 DT, ARMIHER DGR b2 GG 12Ty a FETidz<
TRk ET S8, [8.2, 8.3, 10.2 Z]

2 e ES

REEREG . B, BURHEINEES & Hbotv, BN A0 L v | IBEA%E EER
) RebbhdZ bbb, FifiiT 218m. IEHEEDIERN & & DI Ga 12T
LAk U, #U2R0AEA1TH Z &, [8.4, 9.1. 1 B3]

FFigaEpEE. HE

AST, ALT O BS54 45 ITHSREREE (B A, 3E (BEAR) Kdbbhd Z
LB D,

(i)
11.1.1

11.1.2

11.1.3

HKRIEE COENOEKRRER (A5 644 ) 2B\ T, AREIEME 6] (492 #]) T
DIRIMLBE DHRAENTZRD B2 72 H, AR =/L 7 LT HIE OPFAF (152 #]) T
X3 B (2.0%) (ARMAERER 23 2 & AL7z, MO FERPEHIEIZ X 5 mbEke ™ 7ER I AH
DOFEEWNGERIEEFA 23 M o 7 A I EE RIRMPER BT 2 alietEn b o2 & T
IR ML OBEIR I A OFF L7e WA T BRI (B RB]) 2 sz 2 &b,
BERAFEIEH & LTERE LT,

AHEIRAOBIZO T, 22, B, miF. RR, 81, FHEO525 2 %ok
PERER D3 & ONTGAICIE, 727 U8R CRIEZX S Z &, KANIX
TR O P~ O A ILET D720, v a i i BT RuBEAERT S
Z &,

HAGREEE COENOEKRE (A5 644 ) (2B W T, BFAZEREOIERITRD 5T
W WS IEERIEA . B, (ERAE OTHEEER R A LN TWDH Z M n, D a -
TNayH—PHER (THLVR—A, RTVR—R) OFRHEICHEL TRE LT,
ARG X DM S, EE OEILEERIT, AKAID -7 Vvas 2 —EHl
EVERIZ K o THEIE - WIS 72> 7o RS . RIBNORGNEIC L 0 bR
FRAZ NP EINAZETHRIATDHEEZEZBND, TNHDIERNH Loz
Bl OBIE 21T, EROE(LD 2 WIXEMICOZ 0 ER A LN
BRZ, BEHICRG2HIET 572 0@ R L@EE24T75 2 &,

KRR E COENOERRER (A7t 644 ) 128\ C, HEEZATHRERECBIER &
D STV WD, D o -7 a v F—BIRER (7T HLVR—A K7 U R—2R)
OFLHICHEL TRE LT,

AR OB FIIBE 2+ T, TFHSREREMmO BH . H 2 WIS EERE O ek
(RO, WE, B8, Rk, BACRIE, BEaRE) NALNEAICIE, BEHICEkE
ZHIET 57 E O LEZITO Z L,
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(2) ZDOtOEIERA

11.2 Z DD EIEH

5%LL | 0. 1~5%ATH BEE AN
(e MEERAG . | (ERL, NBMER S, MU, TR, WEM., | AR, R,
S, TR | BACRIE, DB, MEARR. B AR, | BB SRR RUEE
BO, BR, PEEREE, 5%
W EUE . RLBE, B, € OFE
JHF ik ALT B, AST B&-. v -GTP 5. LDH L
H. Al-PEH
FEPRARE R DEV, LU, IRK
11R(3 i BRFR D
(i) A7 7 —88m, fhh oLy
AN, i A R BRI
Z Dt BEIR . Ik B, VHE
(fifg3t)

FEHSHRL T E N ARG AR IS S & HH L7z,
7B, BERECBNTRDOLNATND bOEELRITERITSEEARR & L,
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TE H Bl EIE R S B K OV PR AR A S 5 —
4 JIILEDEE BN E COBKGE BER—%
BT SURN A AV KN OPFRRIE | €77 T4 FREA e
EDOPFREE | 1 BB R 2 AUBERRIE | & OOFH#EIE ol
S GUE B 644 43 138 205 1030
RIVE R BUE B 270 (41.9) 40 (93.0) 78 (56.5) 131 (63.9) 519 (50.4)
B iR 227 (35.2) 17 (39.5) 46 (33.3) 123 (60.0) | 413 (40.1)
5 105 (16.3) 9 (20.9) 22 (15.9) 61 (29.8) 197 (19.1)
T 94 (14.6) 6 (14.0) 17 (12.3) 71 (34.6) 188 (18.3)
W s 103 (16.0) 6 (14.0) 15 (10.9) 29 (14.1) 153 (14.9)
A 20 (3.1) 1 (2.3) 2 (1.4) 16 (7.8) 39 (3.8)
o 15 (2.3) — 4 (2.9) 5 (2.4) 24 (2.3)
N 10 (1.6) 2 (4.7) 1 (0.7) — 13 (1.3)
L 4 (0.6) 1 (2.3) 2 (1.4) 1 (0.5) 8 (0.8)
B R 2 (0.3) — 1 (0.7) 3 (1.5) 6 (0.6)
WAL R E 4 (0.6) — — 2 (1.0) 6 (0.6)
R 4 (0.6) — 1 (0.7) — 5 (0.5)
ERNSR 3 (0.5) — 1 (0.7) — 4 (0. 4)
Tkt B K — — — 4 (2.0) 4 (0.4)
N AMEH R — — — 3 (1.5) 3 (0.3)
A 1 (0.2) — — 2 (1.0) 3 (0.3)
FitZ 2 (0.3) — — 1 (0.5) 3 (0.3)
BLW 2 (0.3) — — — 2 (0.2)
BIE, — — 1 (0.7 1 (0.5) 2 (0.2)
PE(E P 2 (0.3) — — — 2 (0.2)
Dk PH- 2 (0.3) — — — 2 (0.2)
A LA — 1 (2.3) — — 1 (0.1)
HRY —7 1 (0.2) — — — 1 (0.1)
W RRE R — — — 1 (0.5) 1 (0.1)
i i R 2% 1 (0.2) — — — 1 (0.1)
H g% — — 1 (0.7) — 1 (0.1)
+ el — — — 1 (0.5) 1 (0.1)
+ Z R — — — 1 (0.5) 1 (0.1)
HH P R = — — — 1 (0.5) 1 (0.1)
VE AL Tt 1 (0.2) — — — 1 (0.1)
JEES AN PRk 1 (0.2) — — — 1 (0.1)
Hil~n=7 — — — 1 (0.5) 1 (0.1)
ME~L=T 1 (0.2) — — — 1 (0.1)
REge ., 2B & OMERRIE 2 4 (0.6) 1 (2.3) 0 (0.0) 0 (0.0) 5 (0.5)
NGk 2 (0.3) — — — 2 (0.2)
M SR T 1 (0.2) — — — 1 (0.1)
ISNERY — 1 (2.3) — — 1 (0.1)
I 1 (0.2) — — — 1 (0.1)
YR Mo OV A HURE 3 (0.5) 0 (0.0) 1 (0.7) 0 (0.0) 4 (0. 4)
B RER 1 (0.2) — — — 1 (0.1)
TR 1 (0.2) — — — 1 (0.1)
S NREAE 1 (0.2) — — — 1 (0.1)
[t % — — 1 (0.7) — 1 (0.1)
A S M ONRE LR B 2 (0.3) 1 (2.3) 0 (0.0) 2 (1.0) 5 (0.5)
RAf % 1 (0.2) — — — 1 (0.1)
B & — 1 (2.3) — — 1 (0.1)
R A L — — — 1 (0.5) 1 (0.1)
VU i v — — — 1 (0.5) 1 (0.1)
R 1 (0.2) — — 1 (0.1)

FEHLBIEL GETLERY)
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HLAISUT SUAN A v A Y A E OPFRBRIE | €774 FREA e
E OO | 1 BB R 2 RUBERRSS | & OO R ol
BB ESIES 644 43 138 205 1030
RIVE R BUE G 270 (41.9) 40 (93.0) 78 (56.5) 131 (63.9) 519 (50.4)
B I B OV T Rk b 9 (1.4) 0 (0.0) 1 (0.7) 4 (2.0) 14 (1.4)
HLEE 2 (0.3) — — — 2 (0.2)
5% 1 (0.2) — 1 (0.7) — 2 (0.2)
ZITIE — — — 2 (1.0) 2 (0.2)
BEIE SR 1 (0.2) — — 1 (0.5) 2 (0.2)
% O FEIE 1 (0.2) — — — 1 (0.1)
B iE 1 (0.2) — — — 1 (0.1)
S 1 (0.2) — — — 1 (0.1)
miT — — — 1 (0.5) 1 (0.1)
FES 1 (0.2) — — — 1 (0.1)
E R 1 (0.2) — — — 1 (0.1)
DHEE L ORGSR PkiE 4 (0.6) 1 (2.3) 1 (0.7) 2 (1.0) 8 (0.8)
e 3 (0.5) — — — 3 (0.3)
J¥99m 1 (0.2) — — — 1 (0.1)
75 — — — 1 (0.5) 1 (0.1)
(s8R — — — 1 (0.5) 1 (0.1)
TR — 1 (2.3) — — 1 (0.1)
RGP I — — 1 (0.7) — 1 (0.1)
T SN e 6 (0.9) 1 (2.3) 1 (0.7) 3 (1.5) 11 (1.1)
SHYR 1 (0.2) 1 (2.3) — 2 (1.0) 4 (0.4)
R 1 (0.2) — — (0.5) 2 (0.2)
FEIE D FE 2 (0.3) — — — 2 (0.2)
R S 1 (0.2) — — 1 (0.5) 2 (0.2)
ERIRVETATR 1 (0.2) — — — 1 (0.1)
F D EE R, — — 1 (0.7) — 1 (0.1)
AR s = 1 (0.2) 0 (0.0) 1 (0.7) 1 (0.5) 3 (0.3)
R o> B 7 % — — 1 (0.7) — 1 (0.1)
% 1 (0.2) — — — 1 (0.1)
el RERES — — — 1 (0.5) 1 (0.1)
R M OV AR R 9 (1.4) 37 (86.0) 41 (29.7) 1 (0.5) 88 (8.5)
I BEIE 3 (0.5) 37 (86.0) 40 (29.0) — 80 (7.8)
BAHGR (0.6) — — — 4 (0.4)
BARIESE — — 2 (1.4) — 2 (0.2)
BARIR 1 (0.2) — — 1 (0.5) 2 (0.2)
oL A7 a— LIiE 1 (0.2) — — — 1 (0.1)
B & ORI IR 2 (0.3) 0 (0.0) 0 (0.0) 4 (2.0) 6 (0.6)
B FE — — — 3 (1.5) 3 (0.3)
BEPR 2 (0.3) — — 1 (0.5) 3 (0.3)
(i 2 (0.3) 0 (0.0) 0 (0.0) 1 (0.5) 3 (0.3)
EUlES 1 (0.2) — — 1 (0.5) 2 (0.2)
S SR 1 (0.2) — — — 1 (0.1)
KA 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.5) 1 (0.1)
| PRI — — — 1 (0.5) 1 (0.1)
H RO IEE 1 (0.2) 0 (0.0) 0 (0.0) 1 (0.5) 2 (0.2)
| [l F 1 (0.2 — — 1 (0.5) 2 (0.2)
) B N UM +
i%%ﬁ“@%%?fiajzggf 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.5) 1 (0.1)
B — — — 1 (0.5) 1 (0. 1)
AEHE R e OV LR R 1 (0.2) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.1)
| B VERT TR AR R 1 (0.2) — — — 1 (0.1)
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HHISUT SUA A A D AL OPFRFRE | €774 FREA e
EOOFRIRE | 1 BB R IR 2 RUBERSS | & OO EE N
BalESES RS 644 43 138 205 1030
RIVE R BUE G 270 (41.9) 40 (93.0) 78 (56.5) 131 (63.9) 519 (50.4)
B PR AR AT 46 (7.1) 9 (20.9) 17 (12.3) 13 (6.3) 85 (8.3)
Zigitéﬁﬂ/ b7 23 (3.6) 2 (4.7) 6 (4.3) 7 (3.4) 38 (3.7)
Zj;\;jﬁ/fﬁ?;g}m/ Mos @ 2 (4.7) 3 (2.2) 3 (1.5) 23 (2.2)
137_/_;%5?}7/17 14 (2.2) 1 (2.3) 2 (1.4) 5 (2.4) 22 (2.1)
ﬂf;gﬁaﬁ/ﬂ“ﬂw 1 (0.2) 3 (7.0) 3 (2.2) 1 (0.5) 8 (0.8)
%iéﬁ;ﬁ IRAZTZ 1 (0.2) 2 (4.7) 3 (2.2) — 6 (0.6)
A7 27— 2 (0.3) — — 3 (1.5) 5 (0.5)
~~ b7 Uy MEb — 1 (2.3) 1 (0.7) 2 (1.0) 4 (0. 4)
A=A 2 - ) — 1 (2.3) 1 (0.7) 2 (1.0) 4 (0.4)
A U A0 2 (0.3) 1 (2.3) — — 3 (0.3)
me ~Y 270D REM 1 (0.2) 1 (2.3) 1 (0.7) — 3 (0.3)
IR M ER A — — 1 (0.7) 2 (1.0) 3 (0.3)
mH 7 V7 F = — 1 (2.3) — (0.5) 2 (0.2)
I H LR R /K ST S HE N 2 (0.3) — — — 2 (0.2)
1fn. 7 PR B N 2 (0.3) — — — 2 (0.2)
e E ) AR (R 1 (0.2) — 1 (0.7) — 2 (0.2)
PR A I G 1 (0.2) — 1 (0.7) — 2 (0.2)
PR 1 EE 1 G 1 (0.2) — — 1 (0.5) 2 (0.2)
i BRI 2 (0.3) — — — 2 (0.2)
iz Yl 1 (0.2) — 1 (0.7) — 2 (0.2)
M N 1 (0.2) — — — 1 (0.1)
77 2 i — — 1 (0.7) — 1 (0.1)
L=y mar 7 -t — - — 1 (0.5) 1 (0.1)
%%
A v re 8 — — 1 (0.7) — 1 (0.1)
M= =70 7788 1 (0.2) — — — 1 (0.1)
G RESR % 1 (0.2) — — — 1 (0.1)
T I BE e — — — 1 (0.5) 1 (0.1)
e = — — 1 (0.7) — 1 (0.1)
BAERECHA N 1 (0.2) — — — 1 (0.1)
PR B ARBEE 1 (0.2) — — — 1 (0.1)
i BRI 1 (0.2) — — — 1 (0.1)

FEHLBIEL (GEBLRN)
(& A 7 VEERNREIB NS ]

RITEM A X, TCH EEREF RS B AGERM (MedDRA/J Ver. 9. 0) DFE BRI (SOC) K OSEAGE (PT)

THFH L7,
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SERFTRAE (ERAREGRERMFEEARGHRE) BWER—%

RFGUEGIE 3997
RIVERRBUEGIE %) 552 (13.81%)
EIVER OFEE FEEUEGI (%) BIEH OFEE FEEUEGHE (%)
[RGB & O thuiE] 2 (0.05) LR 1 (0.03)
It 2% 1 (0.03) 5% 1 (0.03)
w2 _ _ 1 (0.03) HSUEE 46 (1. 15)
(=2C:N \%‘ﬁ“i{;zﬁ#ﬁmfﬁﬂmﬁ@@ 1 (0.03) e BN 2 (0. 05)
(T L OR Y —7 %51 ] A R 1 (0.03)
PINPR 1 (0.03) CiN 9 (0.23)
[fikds L OV v SRpEE] 5 (0.13) A 3 (0.08)
2 5 (0.13) DN E Ak 1 (0.03)
(1R Kok sehE] 120 (3.00) R 1 (0.03)
e L 1 (0.03) B i L e 8 (0.20)
R 1 (0.03) A FA L e 1 (0.03)
(R HLBEAE 115 (2.88) s fi 16 (0. 40)
fRMBEE (O BE R DO 72 2 (0.05) [IFIE:E AR 43 (1. 08)
S TR 33 (0.53)
KU 27U+ RifAE 1 (0.03) [iReE 10 (0. 25)
S L (0.09) (2R £ OV Al ] 1 (0.10)
I JE 1 (0.03) BT 1 (0.03)
Dk hbiss] 2 (0.05) LI 1 (0.03)
Ny 1 (0.03) 15 1 (0.03)
AHRYE 1 (0.03) e 1 (0.03)
[t AR ] 19 (0.48) [k Ao & OV AL ] 3 (0.08)
piiEZE 1 (0.03) A 1 (0.03)
FEIMED £ 10 (0. 25) ES 1 (0.03)
RS 1 (0.03) P 1 (0.03)
] 3 (0.08) (B35 X ORihEE] 3 (0.08)
TR BHLRR 1 (0.03) ER 1 (0.03)
st 1 (0.03) TR 1 (0.03)
bl 1 (0.03) EAR 1 (0.03)
Rl 1 (.03 [ - 2SS L OB EE ROk
> ) R 170.03) . 18 (0.45)
R BRI % 1 (0.03) W AR 1 (0.03)
[ARFEE] 2 (0. 05) W 1 (0.03)
BEPR I IsiE 1 (0.03) Pk 1 (0.03)
RS E 1 (0.03) PRI IR 1 (0.03)
[ Fd L OkiEgkEE] 1 (0.03) FLH 3 (0. 08)
[EHEMED F 1 (0.03) Z2fE 1 (0.03)
[l 5] 2 (0.05) PRI 8 (0.20)
i 1 (0.03) R 1 (0.03)
D EE MM 1 (0.03) AT 1 (0.03)
(g pEE] 3 (0. 08) [EsAAT) 32 (0. 80)
£ 2 (0.05) TI=T ) N T AT 2T —
T 1 0.03) o 9 (0.23)
[FPRZR, Mok K ONtRREE] 3 (0.08) TANRGXUBET I ) N TV AT
BAE D@ 1 0.03) - 5 —H 3 (0.08)
NSk 1 (0.03) Jliks=R= WA= il 1 (0.03)
FE R 1 (0.03) = b 2T m—LHEN 2 (0. 05)
[BHEE] 339 (8.48) M7 Ly F ok AR —EH
AN PR 21 (0.53) m 1 (0.03)
RE R 89 (2.23) 7 v F = BN 3 (0.08)
HEIw 10 (0. 25) 1fi H LA K SRR SR 2 (0.05)
Ll 4 (0.10) 1L Y v S HEN 1 (0.03)
(A 13 (0.33) M R Z7 U1 REM 2 (0.05)
T 158 (3.95)
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BIVEF OFERE FEEUEGI (%) BIVER OFEEE FEBUEGI (%)
V=T NVEINVKNT VAT T7—F 5 (0. 13) H I EREE N 1 (0.03)
HEAN ) PR AR AR 1 (0.03)
NEE 2R 1 (0.03) FF AT I F—F L5 1 (0.03)
SN 1 (0.03) AT Y RAT 72 —EHh0 1 (0.03)
TS RERR AT 2L 2 (0.05) JHFEsE b5 1 (0.03)
IRED 1 (0.03)
[P 5RATHE TIRF ]

EIVER 413, TCH [ERSE S HZE4E H AZEM (MedDRA/J Ver. 18.0) OSERIKAFE (SOC) K OMEAEE (PT)

THEH LT,

INE DELERRSTRERRFER

=

BIfERA—%

S GIE B

56

RITE R SESLE IR (%)

37 (66.1%)

RIVEF OFENE FEBUEBIER %) BIVEFH OFENE FEBUEBIEL (%)
(R L OeaaE] 18 (32.1) 5ty 589
B A 18 (32.1) HR 1 (1.8)
[t RbEE] 1 (1.8) L 1 (1.8)
SR 1 (1.8) K5 2 (3.6)
[ HaEE] 26 (46.4) GIREEEA = | 1 (1.8)
N ER AR 1 (1.8) JHRERESL 1 (1.8)
R 7 (12.5) | (FVRED) 3 (5.4)
ii:2r) 7 (12.5) 1A= R o7 2 (3.6)
T 14 (25.0) JHl%SR 5 1 (1.8)

[P 5R A TR

BIVEF 413, TCH [EBSE 3K HZE4E H AZER (MedDRA/J Ver. 19. 0) OZYERIKAFE (S0C) HOEAE (PT)

THFH L7,

9. BBRBREHRICRITTEE
REIN TN

10. AEKRE
BRE STV

11. ERLEDFE

14 BRAEDIE
14,1 EHIZFFRFOEE

(A 7L 0D EEDIR)

14.1.1 PTP @EEDFANL PTP > — b bRV L CIRAT D L 583452 &, PTP v — b D&
T LD OB EEREAA L, BT 2B 2 L CHtRAREOERE A&
BHEZBERT DN H D,

14.1.2 AFNIED LICOE THERZRE ST 5 & RET 5720KRLTIRMATETSH 5, £,
KTIRHATZ2ZEHTE D,

(fiE)

14.1.1 Rk 8 &4 3 A 27 BAF B HHEFRE 240 5 (PTP OFEMKIRIZHOWVWT) [CX W RE LT,
14.1.2 A 7L 0D SEIXOENAREESE TH A7, o OENARESED TR EoEE) (cHE

CCRE LT,




12.

FDHDEE
RESH TR
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X. JFEREREAERICREY HIHE

1.

IR
(1) EhFEHER

(VL SR HPIZ B 2 HE | DESM

(2) REMEEEHEHER
P 5%
BRI W L B
(n)
(mg/kg)
o ‘ Sk @0 L CHe 5430 . M550
B K O TENC R (T 52 ) 20 ’100 300 Tt 6045 LARRIE Y 46
N N (300mg/kg)
H 38 EEN I R IE T B Z v |k b qn o
4
(open fieldit) (10) 30. 100, 300 | ZEEL
R SR (A ~ R B0 |
(~F VL EH — L RRRY) (10) 30. 100, 300 | HF
— FeAE 25 H1EH 1 EERL
iy B g U & H pdall
B gomwme i b ol |2 s R
s 2 NRUFLUTF NT Y — LR Y T (100% 1*300mg/kg)
. BAR R <A o s |
;E (hot platel) (10) 30. 100, 300 | HF
SR CROLNT-&E
i _ ( bl
% ke Z vk N % ORRE IMRIE EF/- N7
H (6) 30, 100, 300 | <. 30~904y DEEIEA T
RV (300mg/kg)
i stk A ~ A w1 e |
(G (10) 30. 100, 300 | HE
DY AP ~ YA TR
(EERESES) (10) 30. 100, 300 | ™
.. vk &N ,
Ly — Al
CEA S G (5) 30. 100, 300 | ZHEEL
RSB T R
E% (I E1RE) in vitro
i 1 ﬁéﬁiﬁ;@b - ENLEY b 1077, 107, B e |
54 2 FUUHEHRIZ & DI (4) 10°, 10t |7
“ (TreFralr, o b=, g/mL
b AF I b U N)
., . N T LT b o
T e I YR R | B B9
%g FRREDIC BT (4~6) 30. 100, 300 | AR L
w0 M. DI, M. LI BRI FIRBA |
7N KON ERIC R (6) 30, 100, 300 W
| WL 75K TR I
o (RAIE) (5) 30, 100, 300
1t e e e 7 b & H e
%—Tg: 'EJ*EH%EE-I:I (20) 30\ 100\ 300 E/;i;?‘fccb
& N, 5ok T AN |
N e SR ) = 1 e % 7wk & H JRAINa", CL HEt & DL
7K IREE R OUR BRI R IE SR (10) 30, 100, 300 | #&0 (300mg/ke)
% . . . s Tk 1
N iR &R —ZIZ : A
3y R ST A= Z RIS (4~5) 30. 100, 300 | TEEL
7 = (
D E\ J_Jm‘:*?lcvﬁ;r\ z > Eﬁ"yﬂl& 7 I\ ﬁ‘:‘ 247518
i 151 W[ R M F 328 ) 30. 100. 300 2% VAP
> N T AR 2 5wk e .
(25— 3% (5) 30. 100, 300 | ¥ %
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(3) Z DD EEHER
1) EEBEUMNIBEET S a-JILadF—EIHT 2EERAT &5BEHR)
7V a—=r U RENCBAET 527y MIFIRE VR LZY VY —sfa-7vavZ—E KT,
Ty MBI RO L2 ) a =S U RAEEER O T I v-1, 6-7 b 3 v X — BRI
T2I7YV b= /VOMEFEFEMZFM L. Ki R OHEFRKNEZ KD,

Uy y—nrfg-rLad—+F FIn 1.6/ basd—t
Ki (umol/L) PHEERSK Ki (umol/L) PLEERER
27U = 0.34 e il 1.4 PI e eyit]

TIin-1,6-7NVavZ—VIIRT AEERL. 27U bV OERNEEMEED TH DT
FXL IV IA LU THHREEN TS P,

2) RMBERETILEMOLFEEBMICKRIIZTEZE SEHER
TIn-1,6-7Navd—ElHEEEEETD FATFA-1-TFX /U~ AV RTH
FO DY A i/ hREATHZ EnmESh TS 22 CRMEICIZ Y b—b
(R 1K 1 A VA B o7 g e A Y
7YV b BV AR B GR Y X OEEINR (RMEER) A5 LT 30 /MMM, 48 iy
FERETE U CERR L 7= i i FEREE € 7 VA M. 30 23 AT 1, 5. 10mg/kg FIRNEE S35 & |
5 KON 10mg/kg ¢ 5- T EHIEY A X &M/ L, RILSEKD 7 ) 2 —5 o R OFLEE
el Lz, —H. 37U b= % FERINCEIRNE G LT H R 1 X8 L RIX
Kotz E£io, BmBAMAER (27U b— 855 30 47) OmMEPEE X 10. 0~22.0
weg/mL (5~10mg/kg) \ZiE L, fREER A Z %8 & L= ENEGARER Y225, 100mg/body % Hi
[ 35 L72 & & D Coae:1. 96 g/ml D 5~11{FTdH > 7= 0,

2. =H4HE
(1) BEx 5 EM4EAER 5V
Tk BN YL T oD B BF B
Z v b e qn] FL : >2 000mg/kg
A X »n AL >2 000mg/kg
(2) RIEHREEMAER
&5 | &5 - e
= ESYVIN=R 7
i) fd #5 R ®BH&E M F 72 HT AL
. FEKR BRI, JRPEME (Na*,
1388 | #EH 1 iiﬁﬂn%ﬁfi/Ei 232 1882gﬁtgﬁtg K', C1) OPRHER, IR
- O T | BAREL (Ca*) ookl
, TR - BRAE, IR EEHE AN
sl | g | 2 L0 I g = R
»TOPPP CO UV Dy by M. SMIEA
B - KER{E, R EMAE
. , 50, 150, J : 50mg/ke/ H i AN
133 | &N 450mg/keg/H | © : 50ma/ke/ H Aéﬁ)iﬁﬂﬁ%@)\m¢MM
7t
9
. . 20, 60, o : 20mg/kg/ H -
b2l | #EH 180mg/kg/ H Q : 20mg/kg/ A 1 FRAST L5
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(3)Ei=HERER ™
A 2 T IR 2R RS LB . YR B R L O~ 7 A/ MERBRCliT Wb atE a2 R L,
BInwETRO bR olc, E20MOBEHEERBR TH D, AEH DNA GRS, At
PEZRIRAE BB K O~ 7 AEMEESERABRIC B W ChEEETH - 72,

(4)DARMERER ™ (w7 A 7Y )
~ T AD 21 7 ABMBAFEMERB (227U h—/L0, 200, 600, 1,800ppm) X7 > kD 2 4[]
WNAJEMERBR (2 277Y h—/L 0, 120, 360, 1,000ppm) (2T, WFHOEERICB N T H i E
& FE TG ITEN U 7 g s AR 58 ) OE S S A B o INEGRo oy, 27U b
—ET T AKRDT v PWTIUCK LT, BDARMER Z RS 200 Sl s iz,

(5) EERESMHAER

7 v FOZMEKROERE TOYMRREAEICET 288 (27U F—/10, 30, 100, 300mg/kg/
H) 12T, 300mg/kg/ H ORERENY AR E OB INNH & NG B EE OB S lzns,
MER BN, Be VR R OV AE RS 3E9- 2 BN IR B e o 7o, MEF MR, HEBE)1X100meg/kg/
H., MEBEMW . BRIE R OHARICH L Cix300me/ke/ H LA & )ik L 725,

7 v N OWAERTR N AR O34, WONZRHEOHRRIZBE T 238k (227U ~—10, 30, 100,
300mg/kg/ H) 2B\, HEREM, IBIE (F1) KOHAR (F1, F2) ORE « 5k OVEhi
RE~DORBITED b o7z, AR (F1) Tix300mg/kg/ A THARFOIEME R L A%
L B O TR OGRS bz, Wik eitsEy, B F) ROHAR (F2) 12kt
L CIx300mg/kg/ H LA L, HANR (F1) 2% L Cik100mg/kg/ H & Hlr L7=%9,

(6) BFTRIBHEER °
T W I TRE K ORISR 2 R « JEEPE ARG L7 24, 27U h—ric K50l
B - BRI bRino T,

(7) Z DD HEME
PR ER
~UA-T vy NREMWTEZHKET 7 4 7% —t (PCABUG) 12XV IgE Hilk%, £
Ey NEHWEZREBEG T 7 0 X v —is (ASA KE) KOELVE Y h—ELEY FNRE
VN2 PCA BUGIE K 0 MR ESUAR 2 MR L. S HIT 186 & H WM T IeM FLikEAE DA 4 5%
AR MEREESOG (PHA BUS) ICX VR LIZE 245, WTFRORBRAD D LRSI 5
T, 7Y P MCHURMEITERD b o T,
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X. EEHMEIEICET HIER

1. REIX5H
B A TIVEE 25mg. B A TLEE BOmg, & A 7 LEE Thmg.
YA 7L 0D §E 25mg. A 7L 0D §E 50mg, A 7L 0D &E 75mg
FEERS (EE-EMSONFE I vERTEZ L)
ARGy 27U b= M LAV

2. BHEARME
HZhM : 34F

3. ARRETOIE
HE{RRAF

4. BIRWLEDZEE
(A 7 VEE)

20. L EDEE

B ZRET TIRIFT D Z &

AFNI D LTz & @RS LY SR TR0 oo 7o, BaPRREIINEUO%HE

MV. 6. AN OKFESLM: FIZRBIT DLEME] OHEEBM
(A 7L 0D §E)

20. WLV EDEE
BAEHR HILRAEE T TRAFT D 2 &0 AFNIT VIR IV WERE 213> TV 5,

V. 6. WA OKFERM TIZBIT 2 &ENM] DHESH

5. EFRITEM
BEMERLTA F: AV
FhHoLBY : AY
Z DD BEWITEM : B A T ILEE - DEERIRA S5 5~
T A TIVEE - ODEE A BERAT IR D J7~
( IXI. %5 ZOMmoBEER) OESHR)

B
B

6. B—H5 - BRI
FE LR

7. EREEEARAR
1996 427 A 23 H (AT %)
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8. WAERFEAREAORURRES, RELENHEAE, REMKEAD
BLERFEARA A H KA SAMIEENEAFH B | IRoeBsFEA H
A T IVEE
/;;7/ b 2005 4510 H11 B | 21700AMY00238000 | 20054E12 H 9 H | 2006 4E 1 H11 B
mg
-E N I/‘,H-b
4;;;/ b 2005 4510 H11 H | 21700AMY00239000 | 20054E12 H 9 H | 2006 4% 1 H11 H
g
-E N I/‘,H-b
4;;;/ b 2005 4510 A11 B | 21700AMY00240000 | 2005412 4 9 B | 2006 4 1 A11 A
g
-E N I/ ‘,H-»
4)22’ ODFE| ool6 4 2 11 8 0 | 22800AMX00030000 | 2016 45 6 17 H | 2016 4 6 A20
mg
vTZ N I/ ‘,r'—‘
/fE;; ODSE| o015 3 A 11 B | 22700MMX00619000 | 2015 4F 5 729 H | 2015 4F 6 A 1
mg
vTZ N I/ ‘,r'—‘
4);;’ OD5E| 501542 3 411 B | 22700AMX00620000 | 2015 4F 5 429 B | 20154 6 A 1 A
mg
9. WREREHBEM, MERUAELEENEOSFABRVEONE
(BA 7 VEE) 2009411 H6H
# A

PIGEREESIES

B PRI DB 7 108 1l oD i3

(7=72 L, BFHE - EHERIEEZIT-
TWDEE THORIENPE LN
Bt UTEFRE - EERIEICN 2
TANK=LVY LT A, 7T AR
SRIHIHE L < 4FA v R Y BT 2
LTV D BEETHSREDE LR
WIGEIZIR D)

BE IR I 0D 145 108 1 g oD i

(772 L, BE - EEREZ{T-
TWDEE THR RN G LW
Bt XITEFRE - EERIEITNZ
TALVKR=NL T LT HBELLITA A
U oA ZER L Wb EBEETHY R
HEPE LN EICIRD)

X RER DL

(A 7 88) 20084E12H22A

Hr

IH

PG AESYES

B PRA53 O B2 14 38 11 B oD i

(7272 L., BFEHEE - EEEIEE1T-
TV D BE THYRBIENIE SN2
BA . XITRFEE - EEEIEICNZ
TANKR= LT LT HIELAFA A
Y BIEIE LTS BE TSR
RGOS 72 WEEIZIRS)

2N PRI D 2t IbE D i

(7272 L. BFRE - EIRIEZTT-
TWDEE THRRHRPELNRN
By, XITEFRE - EEPRIEICINZ
TANKR=NV LT HIEFEH LTV
BE THORIENE DN WA
FR2)

XTI DA

10.

BEERR BIEERAREABRVEZOAR

HEEREEAFFEAD 201843 H 29 H

BRI AL, RS O S EL

EERHEH) A D0

ONANFETOWNTIUCTHEY L
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11.

12.

13.

14.

BEEHM

YA TIVEE 25mg, A TIVEE b0mg, B A 7 VEE Tomg
10 4E : 20054 10 A 11 H~20154 10 A 10 H
¥ 1 7L 0D & 50mg. A 7L 0D §E 75mg
12015423 H 11 H~20154-10 H 10 H

REEREHIRICES I 515K
AFNT ., HEEH RN OSRFER BIE ONC R R (S X B A M@ KN E D D R HIESE (SRR
18 A FHEE 5 RS 107 B) O—EpA2 i IE L7- Rk 20 42 A 988 SR 97 5 (SFERk 20 4F

3H 19 AfF) @ TFEEHIRNIC ERRAHIT O TWAEEEM | 1Z1FFZY L,

£Ea—FK
i 4 Eﬁ;ﬁgﬁf_ﬁf fﬂ%yﬁgfjij B wor o 9 55 tﬁ;;?‘i%f?
“E/];;n;bﬁi 3969009F1023 3969009F1023 117091701 620003127
vk/;gng/ﬁi 3969009F2020 3969009F2020 117092401 620003128
'[Z/I;;mg/ﬁi 3969009F3026 3969009F3026 117093101 620003129
e 275;;0[) e 3969009F6025 3969009F6025 124325301 622432501
e ;O;I/gOD e 3969009F4022 3969009F4022 124266901 622426601
A ?S;I/gOD e 3969009F5029 3969009F5029 124267601 622426701
RIBBH LOEE

B RSN
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XTI.

3R

. SR

1)
2)
3)

4)

5)

6)
7)
8)
9)
0)
1)
2)
3)
4)
5)
6)
7)
8)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)

L S e N Wt G W U —

29)
30)
31)
32)
33)
34)
35)

FENE R BRI OR R GKFREH H ¢ 20064510H11H, CTD 2.7.6 I (31) )

FEPERL : R s T 20l 30 1T 2 S EhRE RGRAEH H 1 20054£10 H11H . CTD 2. 7.6 1T (14) )

FEPNE L RN BT 2 FERED I ELOG T OKGEAEH B 1 20054£10 110 . CTD 2. 7.6

o 5))

FEPNE L RN 1T 2 FEIRE O ] & AOG T ORGEAEH B :20054£10 H 110 . CTD 2. 7.6

o ) )

FEPNE L RN 35 1T 2 RE B G- o 3 Eh 8 GRGRAEH H : 20054F10 110 . CTD 2. 7. 6

o ()

Osonoi T, et al. : Diabetes Metab. 2003 ; 29 : 45263-45264

FENEERL : BRREREEABR (AGEAEA H : 20054E10A11H, CTD 2.7.6 I (32))

FERNEERE : I 77U M LBE BT AR R SRR

FENEEL - RSO R AR GKIREHA B« 20064F10 11 H, CTD 2.7.6 M (1))

%RaE R JEPE L JRHE. 2005 ; 33 @ 1099-1111

Kawamori R, et al. : Diabetes Metab. 2003 ; 29 : 45263

FENERL : B - EEPRE A~ OBINRE OKFEAEH B 2 20064£10H 11H, CTD2.7.6 I (3) )

PTG [ - 10 SBEER & 7R, 2006 5 34 @ 79-90

FENERL - 2R =T LT IR OKFE4EH B : 200642104 11H, CTD2.7.6 1T (5) )

HWNEE : 277 A RAIGHHRER

Nemoto M, et al. : Acta Diabetol. 2011 ; 48(1) : 15-20 PMID:20617348

FENERL © A 2 U PR HRRER < 2BUBE IR >

FENERL . BT A RAIDEH R R

Kubo S, et al. : J Diabetes Invest. 2010 ; 1 : 60-65 PMID:24843410

FENERL © A 2 U PR HRRER < IRUBE IR I >

BREREE (A 7 /15E25mg, 50mg, 75mg, &1 7 /LODEESOmE, 75mg)

FEPNERE © /N DR PRIF BB et D M R 7 1% B AR R

FENERE © REBRUKIREE R e D BAEME M CRRRAEA B ¢ 2005410 H 11H ., CTD 2. 6. 2. 2)

Samulitis BK, et al. : Drugs Exp Clin Res. 1987 ; 13(8) : 517-524 PMID:2962844

BAR R fth o KB ERIE. 2001 ;5 29 : 623-633

Goda T, et al. : Br J Nutr. 2007 ; 98(4) : 702-710 PMID: 17537288

HNEE A 7 L0DEE25mg * 50mg « Thmg A [R) S ME R BR

FENERL - R AICI T AW FRRIHREICKIE T EFORE RKIRMFEH B 2005410

HA11H, CTD 2.7.6 1 (1) )

Aoki K, et al. :Diabetes Research and Clinical Practice. 2007;78(1) :30-33 PMID: 17493703

Aoki K, et al. :Diabetes, Obesity and Metabolism. 2008 ; 10(10) : 970-972 PMID: 18721256

FEWNEER : B4 7Y % DI AR

FEWNER: =7 = D L OFMME AR GKFR4EH B 20054210 H11H ,CTD 2. 7.6 11 (24) )

Schall R, et al. : Arzneim—Forsch. 1996 ; 46 : 41-46

Richardt D, et al. : Clin Drug Invest. 1997 ; 13 : 171-174

FEWNEE: ~—m >y 7 2 L O AAEN GKFR44H B 20054210 H11H . CTD 2. 7.6 1I (28))
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36)
37)
38)

39)
40)

41)

42)

4 3)
44)
45)
46)

47)
48)
49)

50)

51)
52)

5 3)
54)
55)
56)
57)

58)
59)
6 0)
61)
62)
6 3)
64)
65)

66)

Ahr HJ, et al. : Arzneim-Forsch. 1997 ; 47 : 734-745
FENE R - SR E)RE ﬁ%<&ﬂ%u>(%uﬁﬂa 2005410 11 H, CTD 2.6.4.3(3))
FENER) : PERRHIERE R AN LM 31T 2 BB K ORI AT GRFRB4EH B @ 20054FE10H 11
H. CTD 2.7.6 T (12) )
FENEERE - IE- A8 & OREE OKGEAEHA B 0 20054510 H 11H, CTD 2.6.4.4(4))
FEPERE TR AR R e 2B EAE T OKFR4EA A 0 20054210 11H, CTD2.7.6 1O
4) )
FENERL T > MITEE G R T3 2 28 A R G- — OKEE4EH B 1 2005
10 11H, CTD 2.6.4.5)
FERNERL . T MITEWAREHTEER T 28 - TR O & 53— CKRFEA R @ 2005
10 11H, CTD 2.6.4.5)
FENEEL  BATRE T 23 ENRE GRIREA B 20065£10A11H, CTD2.7.6 IT (16) )
FEPNERL - 2BUBEIR R IS H T 2 S EhRe RGRAEA H £ 20064210 11H, CTD2.7.6 I (13) )
FEPNERL ISR I d 1T 5 EhRE GRERAEH H 1 20054104 11H, CTD2.7.6 I (15) )
FENEEL - R O BRI TEE 2T 23 mEE CKERAEHA B« 20064E10H 11H, CTD
2.7.6 I (17) )
FENERE - AR A MR (V%) OKFREA B - 20064:10H 11H, CTD 2.6.6.6)
FENERL  AERER A TEMERER (7> b)) OKRRFEHAH @ 200642104 11H, CTD 2.6.6.6)
NG : 77T I REOEMMEAESER T GKFREA B 200542104110, CTD2.7.6
o (18) )
FENEEL: 7R T I REDEMBEHEEMT GRKREH H : 20054£10H11H, CTD2.7.6
o (19) )
FERNERE: X AL L ORI AR GKE34EH H 120054210 11 H , CTD 2. 7.6 1I (20) )
HRER: e 7T ) n— E OFEYMEAAM KRR B 0 20064F10H11H, CTD2.7.6 1T
(23) ) )
FEWNEEL: 7 =F v & O AR GRKFR4EA B 20054810 11H, CTD 2. 7.6 IT (27) )
Weber H, et al. : Eur J Clin Pharmacol. 1989 ; 36 (Suppl.) : 11
FERNE R T & OFEWF EAER] GRFR4EA B 20054E10 H11H, CTD 2. 7.6 I (22) )
FENERF - 2SR GRRREHA H ¢ 20069210 11H, CTD 2.6.2.4)
PR WL LISMIAFIET D o - IV a s Z—PIckt4 2EER GKEREH B 1 2005
£10H11H, CTD 2.6.2.3(1))
Mathieu B, et al. : Eur J Biochem. 1989 ; 181 : 775-780
Arai M, et al. : Circulation. 1998 ; 97(13) : 1290-1297 PMID:9570200
Minatoguchi S : British Journal of Pharmacology. 1999 ; 128(8) : 1667-1672 PMID: 10588921
FENERL : e 5 EmHERBR< 7 v b A4 X > GKRMHA H : 20054F10A 11 H, CTD 2. 6. 6. 2)
FENERL KRG EERBR< T > b A X > GKGEFH B : 200542107 11H, CTD 2. 6. 6. 3)
FENE R} - EnEtERER GKRRAEHA B - 200565:10H11H, CTD 2.6.6.4)
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FDA : Pregnancy Category B (2008 4F)
A=A NT7 VT8
B3 (2024 4 6 H HiE
An Australian categorisation of risk of drug use in pregnancy ( 6 HBE)

B HOWE
<FDA : Pregnancy Category>
B : Either animal-reproduction studies have not demonstrated a fetal risk but there are no
controlled studies in pregnhant women or animal-reproduction studies have shown an adverse
effect (other than a decrease in fertility) that was not confirmed in controlled studies in
women in the 1st trimester(and there is no evidence of a risk in later trimesters).
[E¥ % N WFZE TR IRA~DfERMEIIRE SN TND, LN L2RN L, b MEMIZET 2 xRt
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<A —ABFZ U T D5FE : An Australian categorisation of risk of drug use in pregnancy>

B3 :Drugs which have been taken by only a 1imited 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.
(b 36 K OMENE AT AR s D ME~ DAL L ZR O TV D0, ZOFIZ L 27 MR
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