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2L (25+1.5°C, 75%RH, 7H TWIEE3%ATH)
728, KI40~95%RHCT—E DKy & REFF L. 40%RHLL T TIEBKBABIEZE S4L. 0%RHIZI 1T 5 E &R 3K

2.8% ThH -7z,

e (0fER). BR. BER
Bl 159.0°C

[ g ek
A L7g0

DEERE

159 (1-#42 % 7 —)/7K) (log P=2.20)

Z DD E L RMEE

BESCEE - [a] 2=—10.1° [(c=1, =& /—/L (99.5)]



. A5 ICET SIEHE

2. AHHSOEREHTICETLIREM
PUBRIEH ¢ PR, RERRRE ROV AY bob, BRXHRIET) . BEJCHE, MUEMBR CRRAED . A5,
Bk, BRI
(FeRaE (FRAMBIRA Y b V) | WEIRRE S RIPRAE . SRS 0 2 C i)

R N Saa RAFIERE el i A
. RUZF Lo (N 28,7 [3.6.9, 12, 18, |
AN ° % — N g . AV
RHERR 25°C/60%RH LITIF—ME G 24, 36 7 mlerm L
N RNV ZF L AR (N 28,7
B 40°C/75%RH S \ ‘ 1. 3. 27
IR 0°C/75% D25 S A IS (A 3, 6% A Bk L
; RY=F LR (W) 287
il o . \ ; k7
1 B 60°C LT R b () 1.2, 3% H Ak L
25°C/15%RH 15%RH ({&#E) T
Wi 1 WS U= 7 2 (Bife) 1, 2, 3% 1 X1 % H TR PMET
S 25°C/95%RH L.
D657 > 7 ‘
X , RIMBIRZITERL,
% 1 I . 13071x+h | |
N s 6. 0 | S L

a) METT A v—L (RUEAE=) T 8,7 4 VA ThN—)

3. BAUMADOMHRFRERE. EE!
FERRARBRIE « ARAMIIL A2 MBI (RAEH Y & BEEAITE)
R Bk~ b ST T 4 —



V. REI-EHTSEB

(1)

(2)

(3)

(4)

(5)

Flfz
Hf DR 3

$E2.5mg, HESmg : T 4V bhaA—T T EE

OD” 4 /L 12.5mg : MENFREE 7 (L LF]

HEN DN R UMK
R 7e4 Nt T 4 BE 2.5mg Nt 7 4 $E Smg
& - FIE M7 L ba—TF v T [T 4V ha—TF v T
i
A — (—
E£E (mm) 7.1 #I8.6
&S JEZ. (mm) #93.2 #95.0
Ei (mg) 144 #9286
W5e4 7 40DT 4 )L 2.5mg
- FE F RN AR EE 7 ¢ L LA
b N
S TEAR
fRAI
i (mm) 20
K& X %30 (mm) 14
EE (um) 70~90
#AO— K
FE L
HEI DY
U ERR L
ZDith

EARRANA




V. ®FICEd 5IEE

2.

(2)

(3)

RN DHERK
(1) B GRS OE==RkUHmA
R4 Nt 7 4 8 2.5mg Nt T 4 8E Smg
oy - AR A A7 Y 7rr b LT2.5mg NEAH7Y 7uTr LTmg
(18g+)
HBKFY), fEmEre—2 T Y a—LBFr ) UA ERedy T ar
I e —A AT T VU IRV UA e R AR —R BLFH L v aa—
400, FvFooa g BREEKY A R
WR5E4 N7 40OD7 4 )b 2.5mg
oy - AR A7y Trr Ll LT2.5m
(14HR) ~me
S ERaexyraeitin—2 $REBETEFHKT A, faEla—2, D-vr=
" f—/L, E7aAa—2A @{LFH
EMREZDORE
ML
£
MM ER e L

NMIBRROERKRUVEE

BARRANA

i
FE L

EAT DRIEEMED & 5 MY
JFERHOROSRME ., DRSS 2 WM 5 5,




V. ®FICEd 5IEE

6.

HANDBTEEHTICETEREN
1) $£2.5mg, $E5mg

AERIEE - MRk, MERERER. MEERER CERWE) . KA. . S8 MEYIRE, 6
(e RBalBR, PZEWPREE | TR PR AT e OV EBR D A CIEhts, i B | L wTls el oD 4 T34 iE)
R RAF5AE R PRAFHI i
PTP>— K /73 =
EHIRAT o 0 7 LR 3. 6. 9, 12, 18, 24,
K 25°CI60%RH BEFU TR 365 A e
%
PTPY— b /T3 =
e o mco 7 A4
TSR 40°C/75%RH AU T LR 1. 3, 64 A ik
%
1 H TR DIEEI U KEFE
1 25°C/75%RH g 1) ) 1. 3% A PMETF L7228, fhoofllEid
oy I HIZEHEATH- 7=,
¥y M E I U223, B
S D655 >, 3000 1x | JHEfL%ED 65J5. 13075 Ix-h KANTH-o Tz, thoRIEHE
HBiZHENTH - T,

a) MaHT Ay —1 (Bl

b) EHTT A v—L (RVELE=VFT M7 4 LV ATHN—)

2) OD7 4 /L 22.5mg

RERTEE « PRI, mERERBR, MUERER CGEBGWE). A, M, wWHE. &8 (EEE) . MEYRE
(eRBakBR, E )RR S | 3R PR AT 35 M OV 3Bk oD 7 C 52 )
B PRATFSR1: AT BE LRAT IR IS
R R ot e igw | 346090 120 18, g
-~ 25°C/60%RH TN T I x— MY 24 A BN GREkSET)
TIN5 40°C/75%RH T T Ix— MR 1. 3, 65 H JREEN
. MEEE N ML, 34 AT
N=li:a o 2 Ein]
TR 60°C THITIx— MR 1. 3% H S & 2o fe
s | B | 25°C/T5%RH e 1, 35 A P
e 250 10, 20H FERR W 2N L. 60 )5
" D657 v, (6075, 120J71x-h) Ix- hCHIEH & 7o T,
2500 Ix TNAITIFx— FE |10, 20H 45 1y
() (6075, 1205 1x-h) 7

a) A7 UL AR NLA (B

b) AF LA NLA RV E=VF BT ¢ L ATHN—)

REERVBERROREN

BRI

fthFl & DEEE XL (MEILFREIL)

M LR




V. RAIEII SIEE

9. AWM
1) $£2.5mg, $E5mg
(i) BRREHEBRE OSNRUVE) Ik 0 BRE2179,
ARERE 0 K 900mL, [FIHRHK : f5r50mlEE, E&E K7 v~ h 7T 7 0 — (i sEfis)
(FER) ARNOBUE SNBSS OEEHFIZ, B ROHEEEITES LT,

2) OD7 4 /L 12.5mg

RERBLH| & LTl 7 40D 1 L 22.5mg, BEHERLA| L LCibt 7 1 §E2.5mgk VN, (#3813 00 AL 0
AR A KT A V50— HMKIEICOWT ) CER244E2H 290, SRFAEI022955105) ICHE > TR
Bk S L7 A S, A OO PR H R B OS2 AR L 7,

10. B3 - 8%

(1) EENRELGERSR - AR, NENRRAGES - ARICET 1R
B LR

(2) 8%
OVt 7 1 $E2.5mg)
PTP 1008E [108E X 10]
PTP 1405 [145E X 10]
PTP 5005 [ 108X 50]
TTAF 7R b 50088 [37]
ULt 7 4 §E5mg)
PTP 1008 [10%E < 10]
PTP 1408E [148E X 10]
(V&7 40D7 4L A2.5mg)
1004z (1042 X 10]
BEREE 7 10D7 4L L25mgz IR S % 8 S A~ SKECE [RIRR

(3) PRHREE
L

(4) BHEOME
1) $£2.5mg, #ESmg
- PTPG %
PTP>— h : R 7Ly, T7AI=U L
FAIEO—: TAI=A BV FLy, BYUTZFLLFLTIHXL— |k
< NT ik
AR RV FL
R PRI N R = B il P
2) OD7 4 /L12.5mg
TAINE : RV=FLr, TAI=DL

1. BERHESNDIEME
LB L

12. Z it
KPR L
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V. ARICEY SHE
1. DEEREHE

3.

4. RER TR
2BV HER A

DEXIRRICEET HFE

5 $EEX IS EICESET 5EE

5.1 ARANT2ABER & W SN BE IS L TORM A L, IRHERFEORBEITITE G2 LianZ &y

5.2 RAIOHEH T EH 52 UDFERFIER O IR TH 2 BFRE, EIREL 01T o 72 E TR A +4
RGHICIRYBEST 52 &,

5.3 HEOEMREIEE D H 5 BE UIET P ORIBFREBE CIIARORNHFHFTE o0z, &5 L
RN &, [83, 921, 16.6.15H]

5.4 HEEOBMIERTE O H 5 BE TIEIAFODER+SITHEL N WATREIEN & 5 O THRE O VB4
EEIHBT5 2 L, [83, 922, 16.6.1, 17.1.3% ]

(figs)

5.1 AANDZHRE » ZhR1L R2RBERIF) TV VRFERPEE TIIAME R O Z2EITRE Sh Ty
2, HEELRNI L,

52 2RUPEGRIE OIRHR L, BFHIE, EIRIEDSEARTHD Z &b LT,

5.3, 5.4 HRARREBRAGR L D . BERREIK TSRO IBE R TR 2SES 2 2 LAVR Sz, AFNITRERIA TR
S T2 72— ZADEEALRME TOFRINZRES 2 2 L2 & - TR FMER 2B E T 5720,
& L RERRIER B MK T LT 2 HEOBERREMRE O & 2 8 UTEHTH ORM B A2 RS TITA
FIOMRDP IR TE RV OT, \ELZ LW &, £z, TEHEEOEEIERTE O H 5 BH TIIAAF O
RPN GO NRWARERH 5720, KEOLEEZEHEITHWE 5 Z &,
(V-5. (5) & - WREHIEER, V0K EDT ma A3 288, V-5, mERRRIER & £ OB,
VI-6. (2) EHkRERRERE OHZEM)

RZERUVAE

(1) REBRURAEDREDS

6. BiERUVHE
B|E. ATV EA 7Y el LTC25megAa L B IEEERT I A% IR oK ET 5, k. E
R 72GA/10E, Bz o BR LN b5mg 1A IENZHEET A Z &N TE 5,

(FFw)
KA DB RE K OFES A RIE T BFOZBI NS BATIIEERGEONTNLARETH D,
AF O H HEIT2.5mgTH Y . RA 7055 ITIESmg~DEENAEETH D,

(2) RERUVRAEORTERR - R0

OHE

2RUBE PRI BB Akt b U B RS EER (TS071-02-2) 12\ T, AAI2.5mgZ 1 HEE&RICHEGE L 7T &
REEE LI e 2 A, ARARMBEEAUCOMK T Z2/7R L, ZiRILS B% £ TRt L7z, BRERRMEDRIX, 7
TRAREL i LT HOE A £ TRk L7z,

2RUBEPRIF B 2t B & L Te ARHI2.5mg D 12~ 523 i 4 512 & 2 AR IRERBRIC IV T AR B 1R BT K DA
TR BTz,

A5 CIERERICARORENERE 2D 2 L IC OV TEEEDOBAEN L EETAVNERSH D EE 2D
nNozZEnn, BERERBRICBWO THIMER W22 Ret Lzfik G GHeRUIEIR®%R) & L,

PLEX Y RFOREZLA R R IR GRS/ &5 2 7,

11



V. BEICEd BHIEE

O &

B ROE 2 WRGiE U 72 BRAREER (TS071-02-3) 123\ T, G TR HHbALCZE b, 2RI M b o
ﬁmiﬁoﬁﬁﬁﬁﬁm%ﬁ®ﬁmii77ﬁfﬁkwkbfﬁﬁ WK L, & O T &Ei32.5mght & Smeht &
NOmghE CRIFRE Th -7z,

7T BRI kT DN A R EE U2 BEPREER (TS071-03-5) 123\ T AHFI2.5mgD 544 THHZ 3517 2 HbALC
A, ZENERFIMBEIE D2 b & Kk OB H2RFE M E O 2 b &L, 77 B AR & i L THEICIR T Lz,
AHK10.5~10mgD 12 [ X324 [f ¢ 5 (777 B AR O OFAMET) Tk, BWERBIREIS LT 7 2 ARRE
EHE L TR 72, HEOHEINIE> CRWEHFRBEIG D LA T 2 A DR o722 L b KA
10mgE TORFMITRIFLEEZ BT,

HAIR G538k (TS071-03-3) K OMLO#E A M bEkE T3 & o SR (TS071-03-1, TS071-03-2) Tik, &
A2.5mgl H1FEEGIZB W TEHHRDB R+ Th o BF I L, Smg~ &Lz 2 A, HbAIeHME T L7722
L7 END, 2.5mg TCOMREARFTGHNEIT D5mg~ D EITERVICERDBH D L EZ Tz, AKHF2.5mg
(Smg~DHEAEFTe) OS2WEBEMRE (B GRBROOFEMT) T, 2.5mg)>H5mg~DOH &HIIZI 0
T, FEHEER &L TEEFROEEGN EHT5Z &idkrotz,

PLEXDY ., AFO@EFEHEF2SmgTHY . WRAT5 725581213 5mg~DEE Al L 35 Z Lt &5
Z 77

AZERUVHZICEET 55
HREESN TV
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V. BEICEd BHIEE

5. BERERAUIE

(1) BREKT—2/1\vir—o
E N AR T GRE R

B KR4, ENGED FPA KR H 1)
A R BV 2 kBT B
RN 50D TR T OV TS AR
TSOTL| o | ot by | FETEMCASBRE | L MR | A5 LIBROR IR RO E
011 (57451 FSURRR | BT S, Eio. REEHRIER .
O E, BNFORF 20T
79,
A A (e N B2 X8, BB
- e T AEIETH MR RS L%
U o Cscrpesam | I TR BER e posemmie e s, £
| R . B OB L &,
JIEORE R B TIT .
RN B2 R LC. R -
TSO71| ZUAEY K& | RS ABM HE, FEEH | HEEEICTAFIE 7 ) A Y Raebf
024 | SEAAEE R R (126) 3812 0 2 A — S| R 5 LB O SR EAER GEWE)
HER OV AHE) ICo TR 5.
RN BV Z R L LC. B -
TSO7T1| A RFALIED | BEEERANTME A, JEEMH |HEEHRSICTAFIE A bEALI U260
02-5 | ERWIRIE {E AR (126) 3812 0 2 A— S—| g5 LMo EER CRYS)
MR O M) I oW THET 5,
RN B2 R &L LC. HEERIC
TSOTL| RZVR—2ED | @ERABHE | WE, EER | TARIE RS Y R— 2R HRRE L
027 | SEMAR L (A AR (12451 e BOEWHIENER CEWBIER %4
M) 2N THETT b,
B KB RN B2 R B L LC. HEERIC
Bk TSO71 | A7V &2V o | ERA BT HE, FEHR | TEAFIE A ) &Y R HEBEE L
(REBERk A) | 028 | SEMpHIE (E 38R (12451) et B O E MR (EMEIIER O
L) ICoOWNWTRET S,
R N BRI LC. EER -
TSO7L| & 7V FFo 2D | BERASM HA, EEMR  |HERSIC AR Z2 ) TF %
029 | HEMIMIE (EF 3R (1260)  PBEIZ m g — S| BH S LB O KA B G
BIER AN IcoWTHRET 5,
ek N B A AR L LCHEER FC
TSO71| ZmEI FEo | @ERABME | HEL EER | FIRE (Tev I R) KERE FIOK
036 | WM H AR (12451 i 3t 6 2 B[ PR 5 U 7 B 0 S AT A
i GEMBIE R M) & Rat 5.
ek N B A A% L LCHEER FC
SR =] - y - FRIE (e FnrzunF7rP ) KE
| Fe sy | BRI B FER g i e s Lo
Ev MM E AR CRMBITE R VL4 )
R 5,
GEREE N BRI R L LC. B -
TSO71| 27U b= b D | BEERABMT B, FEEH | HEERECTAFE I 7Y F—L 26
039 | SR E R (1260) Y o g — | G L B oS EAR (B ®)
BB D2 ebE) (oo CREHT B,
TS071 S WERER . | Bal, CEER WA Z RS LT, AAOQTQTe
ooy | QUQTeRFAHER (6D |42 o %A — S| BRI B B A T 5.
Y - = <
TSOTI | REE A I | BB | HEL SR fi?ﬁ;ﬁ;ﬁf;t;ﬁﬁggé
-03-10 B S S 2R (9f31) 37 B A F—N— ' e

. BRORBNOLEEERET 2,
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AERICEY HIEE

5 BT % (T FFA R B
e _— PRI &R BT, BRI
PR TS07I 2%@5?@?% VRBERASIEAE | TR, BER | AHETAMRE RS LBRO R
om0 | B (4041) SR M. HE (REEEIIER . Mo
B " i TS ROREEBRHT 5.
. BN T EEREL LC. FER R
| e | ) WL R AR L s & OFMBIER
" i (2445) B OV THRET 5,
— BRI EE > | BREREE [ R B & P 5 270 SR L AT
. TSO71 | 2%HEIRPEHE & 5 HE, EER | BIT, HFEMTICTARAI L HEERE L,
e || R Ur | ommmmE | WATRE | S, SO0 OREEER(ER . @
s A (574) IO RO Rt A T 5.
IR A A | PR | FRIERSRE LARIC, PR T T
TS071 ML L B O Hi[E], FEEMR KﬁUSmg%:%lEl{QEf L 7-BR oD F s ik
oar | MEELT ol WATRRE | ROT A A At 5. S0, WK
AR E UC BT 5.
A Y F
RET D DOERETRET 5 2 & &
. 2, EER | HE LT, ARIOEER LSS LR
T it | PR S | 2 ommg s L A Ceae
ATRERIEE: | B : HbAlc) R OVZ24t % e —
AT RER R RIS & 0 AT
5.
2RUBEIRI B A b 5T . ARFI D FEIE X
- 12, “EER |1X7 TRz 2BMES L, A9 (£
T e st | PR S k| sapmate - oAl ROGERAE S
W YATRERIECEE | VT oS B & B M (= T
S WATRER BRI J 0 BT 5.
VHRE IR AR R, AAILSmg X
" o N - 248RH, “EEM 1X7 T AR R4 G U, AR (7
T | T e ZEfiﬁF% IR | T RICHT B R R O
& WATRERIHCRE | T, B DL e BT RERT b
BRI L Y B 5,
RPERL - EEELIC Tl > b
— 00— VS Gy 7R 2R R B Ak
TZ: HEAL RS R 2i%§g?%‘ SO, HER | S, AR SUEMRHIB G Lo
SRR A I AR 5.,
s e | R ERGER S ) AE D K
TS| ZUAEY REo | ompERmsE | 7w | TOMEC TS b u A
o1 | MR ERE | (Q216) WhTmEmI e | L SPRRIRARE LRI A
’ H SO ORI 0 22 A R O
OEEB a2
283, FEEMR | e
B A FRRIE - ORI OFE O B T
i DTLRIR K S 00 WU VAV C LB+ o — b
(BG : 1176, IRA-5 7 VI B A AT,
TSOTL| BRI T 0 | @Gl 105, | o (AR STBIONIEL S L 0% 2 R
032 | PEHIENHERB | TZD : 9shl, ‘ A S Bt 5.
DPP4i : 1114, e s 7FA N, a-7Nay F—F

Glinide : 5944)

PRI F7 U 3K DPP-4HESE
7' = FIK)
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V. BEICEET 51EH
B KB, X% (B0 FHA KB A 1)
[CEERE]
= B i Y., —FEg
BRI R FRRIERRE R (LD | ORISR & | 2080, BB | o s o 5 oo s 2 41
U TS071 | 2R R A ﬁo 75 Rkt R -
M % %15 ” - e A F YT Kﬁ&ﬁuﬂﬂﬁ%&ﬁbtw
LUk | 03 MHEL L 2MUBEIRIFIRAE | WATHER ik GE AP T O B B i 3
- E P A (14541 ERsyl ” e
28R, FEEH
WM RRER— (58
B KB, X% (B0 FHA KB A 1)
<EHAN>
- 2BME R 9P BB & P BT, escalating
dose-levellZ T, ARHF|DZE LMK IR
MEE RS 5,
I e, |<EIR B>
MR R mmLﬂﬁégg%%§%§2@%Ff$% TR | om A S R OB
BN US101 B o T BB (72451) [ f@bt%@$ﬂ@£%@ &% RS
RIS BT BT B AR D3 S
VB %, REEERE, 7V a7 A7 2
V. AV AY L, CPR, Zvh I UK
NI % 564 - L C 335,
(2) ERIRZFIBHAER

1) BEBRABMEZIRE L-ERESHER (TS071-01-1) V2

TR BIESTH 2 R, 7T BRI TreA 7Y 7 a v v 2R FiZlmg, 3mg, Smg, 9mg, 15mg,
25mg WIX R ERTCSmgZ B OG- U7k 5. RIVERNIE3mg#E8B v LB BV M5, ImghES I 1451112 fR
P2 7 m a7 U N, 15mgRESH T 1EN (BT ML BA R . 25 mgRESHI 2|7 JRIE A 14k, 5T L B PR 142
THIVEDRFED R, WTNBBETHY . AFMEIIRGFTH T,

1) ARFIOERBINIZHE - ARIFUTOERY
WE. KA VEA T Y 7a vy L LC25mga 1 BIERIRRTCSUIHAERICROKR 5325, B, RA+5RGEIC
I, BOEEFSICEIE LR S5mgl BIRNCHET D5 2 LN TEX S,

2) BEBABHEZRRE LEZREKRSHE (TS071-01-2) 13

A BIE24051 2 RIS, 7T BRI TLEA 7Y 71 v 5mg X id10mg4a 1 H 18], s&ERTICT H [E
KAEROHE LR R, BIWERIX10mgRESH H 1 IR D FHRINFRD Hivie 2y, AFMEICHBEITRED b/
Mmootz

1E) ABNOEKRBINIZHE - AERIIUTOLERY
BE., RAZEVEF 7Y 7a vl LT25mgx 1 B IREIERTDUIFERICROKET 5, 2B, RN+ RGAIC
T, Bl A B LN bimgl HIENCH R T Z LN TE 5,

3) 2 BBERREBEZNRE LI-ERIRFEERER (TS071-02-2) 49

R PRIR B 2RI, 7T B ARRRICTLEA 7Y 7 e 0.5mg, 1mg, 2.5mg X (E5mg% 1 H 1B £ E A
27 HREIAERR G U7 fE . 1T HIRFESEME & (R 5120~2415[#]) 138510 B X O H BIZEBWT, T
DORETT 7R LI L THERBEMNRD b, 2.5mglilBiF 51 RS E (FT7vREDE) 1TFh
ZN91.7gk N89.4gTh -7z, BHTH BIZBIT A1HREPRIE (77 BARE D) 132.5mg, SmgTENZLI
89.4g. 101gTH v | 1ZFFFRE O RFEHEIAE- /D bz,

2HE[ 4 D PRBEHEM B DB U 72 R BEHEISEEE I2 oW T 2.5mg X ESmgll 1) 2510 B RO H B ORbE
PEMEEIXFRRE CTHY | WThORGHTHIH 218 U TREFRIE G D bz,

Fo, M T X TOHE TR =T 4 NI TEEGIH B LKOTH BICIET L, EERMEE (% 5%24
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AERICEY HIEE

BEfE) X, WS 1HEBE525mgll EOHRET, BHETHBIZII TR TOHETY 78RR Lk L THERIK
THRRO LN, HR, BEEOY EOEBHAEICE T 2 M EAUCITE 510 H2>52.5mgll EOHET,
BETH B Imgll EOFHETT T2 AREE L il L CHERE T AR Sz, MEHHEAUC (B 5140~16
REf) 1%, 77 AR L CREGIH A2 Imgll EOH&ET, B57HHIZIZTXTOHETT 78R L
L CHERIK TR bz, 77 1AR, 2.5mgXiTsmgll BT 5 & B %2 O M E X, TRIRT &
BYThHoTz,

FAEEGREO1H PR (R 5-50~24K5H)

5 R fiacn i n | LHREEIE (2) @ FSEREDE (g) ¥ pfiE?
7T R 8 28.0 — —

LA 7Y 7m0 0.5mg 7 74.4 46.4 [32.9,60.0] <0.001

1BH LAY 7r Y Ing 8 86.9 58.9 [45.7,72.1] <0.001
LA 7Y 7m0 2 5mg 8 120 91.7 [78.1,105] <0.001

LtA 7Y 7Y Smg 8 129 101 [87.6,114] <0.001

7 TR 8 273 — —

LA 7Y 7m0 0.5mg 7 76.5 492 [27.9,70.5] <0.001

7H B LA 7Y 7r Y ing 8 93.8 66.5 [45.8,87.1] <0.001
LtA 7Y 7 a0 2.5mg 8 117 89.4 [68.2,111] <0.001

LA 7Y 7Y Smg 8 129 101 [80.7,122] <0.001

BN ZFEEIME [ ] mHRI95%E XM
a) BEATAOLHREIR &L LR L L
b) #ERTAOEEZ LR L LN BOT (vs. 775 & R)

PRAEPEEH E DO HER
75 R
(g/hr) O NR—=AF A (n=8)
14 —A— HEIHH (0=8)
—— #57AH (n=8)

12 4

0 4 8 12 16 20 (PR

iR A |
A + R Y 5
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AERICEY HIEE

htA27 Y 78 25mgl

(g/hr)
14 1

124

109

w87

—O— =T (n=8)
—A— #H51HB (=)
—— ®57HH (n=8)

3

0 L) L) L L) L)
‘ i 8 i 16 20 (HERE)
BE BE BH
5t 5-1% R
SERE R 22
LAY 7a Y Smek]
(g/hr) —O— =T Ar (n=8)
14 —A— B510H (=)
—m— ®ETHH (©=8)
12 1
10 1
JR 84
){{Tg
6 -
4 -
O L) J_ L el L ) -
0 i 8 12 16 20 (IRgfH])
BHE o2 BHE
¢ 57 RETH]
SERE R 2
R B G DO MEIFAUC (B2 5440~ 161 1)
" \ MpEEAUC IR EDE o)
BhB B G n (mg - h/dL) ® (mg + h/dL) pfE
AN 8 3510 — —
AT 7r T 0.5mg 7 3360 —158 [—335,19.8] 0.080
1HH AT 7T Img 8 3210 —301 [—472,—129] 0.001
A7) 7 2.5mg 8 3050 —465 [—639,—291] <0.001
A7) 7 5mg 8 3090 —424 [—597,—251] <0.001
AN 8 3600 — —
A7) 7 0.5mg 7 3150 —448 [—722,—175] 0.002
7HH Y % 7 R = B BV 8 3160 —433 [—697,—169] 0.002
A7) 7Y 2.5mg 8 2750 —844 [—1110,—576] <0.001
A7V 78r Y 5mg 8 2970 —623 [—890,—355] <0.001

S0 ZINNE S %

[ ]: M95%1E 5 X i

a) BRI AR D [RIFFRH I O MAHEAUCZ 28 & & L7z
b) #EGHTA OEZ IR & LBt

(vs. 77 & R)

17




AERICEY HIEE

BeHTH BIZBT 55 B%B2EH MmpEE O 22 b &
] . MEHE FIEREDE

NillR=eiE a) c)

) B P51 n (mgldL) ¥ (mg/dL) © pfE
., 77 R 8 256 — —
ﬁfﬁfgz 1% /) R = U 2.5mg 8 198 —58.4[—84.1,—32.6] <0.001
b e F Y 7uP5mg 8 215 —41.1[—67.1,—15.2] 0.003

» 77k 8 271 — —
%fﬁ A7) T7r T 2.5mg 8 212 —59.2[—90.8,—27.6] 0.001
i AT 7a Y Smg 8 229 —41.3[—74.1,—8.54] 0.015
ot 7R 8 270 — —
ZE#‘F'% V% /A R A= “/“‘/Z.Smg 8 234 —36.3[—61.6,—10.9] 0.006
R Y 2 A Rl = B Y 8 236 —34.2[—59.4,—8.94] 0.009

BN [ ] mRI95% 5 X H

a) WIRRIIFGHRANFH, BREIIHRGHKONERH, & R% TG 1485H
b) GHT AT D RIRFRHA O M2 LA R L L

¢) BEHTAOMEALEREL LGB (vs. 7' 7 &)

1A D B N2

ERARLT

(mg/dL)
400

3507

300
2509 7

R—ZF A4 (n=8)
BH1IHH (n=8)
BHTHH (0=8)

% 2003
fil 1507
1007
50 7
0 T T T T T
0 4 8 12 16 20
+* 4 4+
rE ’rE e
51 IR7 R
PR = R R 22

18
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V. BEICEd BHIEE

bt A 7Y 7o 2.5meh

(mg/dL) —O— =254 (n=8)
400 4 —A— #®51HH (n=8)
350 —— #&57HAE (0=8)
300

%2%

ﬁzm
150
100
50

0 ) ) ) ) ) )
0 4 8 12 16 20 24 (R
* * 4+
B rE o2
e 5% 05
LI AR R A2
A7) 70 Smehl

(mg/dL)

1004 —O— R—2F54> (=)
1 —A— #H51PH (=8)
350 —l— #57HH (=)

0 T

0 4
*+ 4
BE B

S

BE
P L 12 (A

1) ARBNOAKRINTZHE - AREIIUTOLEERY
BE, ATV 7Y 7r Yyl LTC25megx 1 B IREIRFI XX BRI OB ET 5, B, DR R +oRGaI
. BB E IR L AN LSmgl BHENIHET A Z LN TX 5,
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V. JAEICBEd HIEH

4) BHEEESZMH O 2 WBRBRBEFEEXNRE LERKREERMER (TS071-02-6) ©
X RElE S A E 5 2RUBE PRI R (eGFR = 15mL/min/1.73m%) Z %412, b4 27U 7 a2 Smgk 8 E TS
AR OG- U7l R, RIEPE R (B 5-%0~24FF#]) 1TWT I OBRERE (eGFRIEH]) 12\ T b K5
HE L THIIM L7228, £ OBINEIZeGFRIMEWIRER F BT &/ & < e DA MDRD H iz,
Fio. MAHEAUC (BE5%0~4KH) X, WTNOEBRERE (eGFRIEH) ICB W T HIGRTH & g L TIK
T L7, ZOIE T &EiFeGFRIMEWHEREFIZ E /NS < R 2 AR bz,

1
H
1
2= 60 ’

40 T T

1 T
20 J_
0
=90 (nill) 60~89 (n=17) 45~59 (nilO) 30~44 (n:12) 15~29 (n:6)

eGFR (mL/min/1. 73m?)

S + AR R
B REREE B 12T D AR R O MUFFEAUCO 2 & (e 5-14£0~4k¢fH)

(mz + h/dL)
100 4

50 -

0
i HEEE
B 50+ -

i T T

40C —100 4 -
-150 - J J

-200

-250

=80 (n=11) fl~88 (n=17 45~59 (n=9) I0~44 (n=12) 15~ 29 (n=f)

eGFR (mL/mins/1.73m%)
ERE = R YRR =

) AFNOAGBE N ML - ARIIUTOLED

W, A3 EA 7Y 7e v L LT25mga | ARFIRATCUIFRRICHE ARG 5, 2k, IRATHHREEIC
T, REEHICBIE LR SH5mgl HIENCHEERT 2 2 LN TE D,
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V. BEICEd BHIEE

5) QT/QTc :FlizE& (TS071-02-11) 7

fat el ANS6M I (BYE28%1, Zoti28fl) A XIRIC, A7 Y 7rP5mg, 20mg, 7T R K OBEMERRE L
TEF 7 FH 2 400mg % #a FICHBEIR O G Lz & & OQT/QTcHMIMEIC KIE T AL MFt LT-, = DOk
. QTcF23450msec % i % 7= B E OEIA 1XSmehES6F 161 (1.8%) . 77 B ARBESAFI 141 (1.9%) . BtEst
FREESABI 76 (13.0%) TH Y. 20mghtiZIIZB® H/edr- 7=, QTcF23480msec % B 2 -4 BRE 1\ VT D

HTLROLNehoTz, T2, QTcFa)/\»«x T A B DAL EN30msec & R 2 TR TR B o
oo UEX D, A7) 70200 20mgE TOREBIZBWT, A7) 7a o FHE5(2 X 5QT/QTeHkE~
DEBITRD SR -T2,

) AFOARESNTME - ARIIUTOEEY
BE., RAZIEIVEA 7Y 7ue Yy b LC25megZ L H IR XIFEIERICROKR ST 5, B, RA+5RGEI
T, BEESICEIE LN S5mgl HIENCHEET A 2 LR TX B,

(3) AERIHZRFRHAER

a) BIHASE D ARRGREKER (TS071-02-1) 8

H Hy VRBERIFEE 2RI N A7) 7V OBERET D ODIFEREDAET L2 L4 HM
LT, AT e I T AR I 28MEE L. AR O ERET 5,

RBRT VA 77 e A IRE RN T EHERILEEER QTR is)

*f ES 2R g R BB 236451
(0.5mg#t60%1, 2.5meghE61{l, Smeht6lfl, 7 F & REESA5)
T e X G B UE - IR WIB 4 AT (BIEWIBALER) K ONLARTOHDbALe (IDSHE) 7236.5%LL 1:10.0%LL N (NGSP

fE & LT6.9%LL E10.5%LL FIZHHY) Ay o2 ORI OZEBIE = 1.0%LLN

- BRI (GAIRIBR MR AE AT~ G EHIBHIARE) 12\ T 2e R MG 126me/dLEL T 5 Z &2
Ppip L HIEIgR I N

- S EORFRIEA IR MIBRAAERT (BIEWIBIAAR) O8MMLL LB FEML TV D

E 7 RS A c A VAV ARFIREIC D D H

< 2RPSNOBEIREE (VEBERPEE . RSO LS ORFE DT - TREBIC K D Z L 2FRE
SNTWDLRERIAEAE . IR R EE)

CERE (s VT F = EEE EIREBE A D) 2RO

cREBGIEZ BOFL TV D H S L IBRBIBIYEZ# D IR LI L T H

- BEWIPHAARTS A I LANIZ A > A U RIS I BEIRISTERIRIC L D18 21T > T\ ik

R B HF OB N7 7Y 0.5mg, 2.5mg, SmgiE T T AR &1 HIEFAARNIC 28R D& 595,
FEFMEA HbA ORI TRFIZI 1T D IGEMBRAR b OB (LB

Bl R I FEAR T B MmAEE, AV >, MHCPR, A 27 N Fuf AV, FAhTy, ZVayLrIv,
IREE, JRBEE &
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AERICEY HIEE

b P TR

TR TR D 5-BRMAIED S5 OHbAle (NGSPIE) ZbBED T T v RBEL OFET, Lt
7Y 710 5mghE, 2.5mgRER OSmgRETENEN —043%, —0.68% % (—0.82%ThH h . |
TG 7RIS LABERIKTARD LN, 77 BARICHT & T &130.5mghtiz <
25mghE CRE Do 7223, 2.5melE K OSmght Tl FRETh -7,

B 5BERA S OHbAle (NGSPE) Z L EOHER (FAS)

—O— F5&R (n=53)

—3— eFrV a0 5mg (n=60)
(%) —@— LAY T7rYr 2.5mg (n=61)
A

1.0 7 AtA 7Y 7aPy bng (n=61)
0.5
oIT JTT
—
—— e
A A

-1.5 T T T T T
0 2 4 8 12 (GH) TR
H&T IR

FEAT AR
SEEfiE A
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AERICEY HIEE

fR (225%)

BRI T RIS I 1T B B 5-BAEIE ) © OHbALe

(NGSPfH) Zfb&E (%)

Bt | s | g | eew | P
77eR >4 17 68?2 [fg:(l),éo.z] o
NeA7 Y T7rP05mg | 60 j 61;3 [—(Is(fi 60.2] [_(;7(?'130.2] <0.001
A7) 7av25mg | 61 joogo [—(;8(3'320.5] [_(;9(?'380.5] <0.001
A7) 7Y Smg 61 j0126 [—(;9(?'150.6] - IO(T'EQO.6] <0.001

B BRARI « SEIE AR
BeHHIROOEE, T EREDE BN TRIME [ ] mH95% S X
a) MEHIKILSDIE (vs.7' T £ R)

B R B Al

TR IHE TR I T 2 B 5-BAAIE D> B O ZE G RE B K OV 220 R M A L&D 7 7 v R
EOEIZT, VEATY 7Y 0.5mghE, 2.5mghf, SmgffTEIEIL—13.8~—27.0mg/dL K
—36.8~—599mg/dLTHY . WThbLtd 7 7e P OF X TORBERTY 7RI L
HERMRTHARBD O, Eo, IBEMK TR T 2 50BN OREL(LED T T &R
BEE DZEIT, —046~—1.73kgTH VD | 2.5mgt L OSmght T7 7 B ARRECK LAERIKTARD

Bz,

TR TR 1T 2 R G-BARIE) & D ZZIERF M2 (K& (mg/dL)

7 7R > 41;5234..18 [—O '71,7] B B
NEFT Y TET05mg | 60 :28;8 [:2(1),3;7 - [:2;3f 4 0.004
NEA 7Y TuT25mg | 61 :386_13 [7;2’4;618] [7;54;715] <0.001
NeA 7 ) TuYsmg |6l :394_97 [7;2’6;921] [7;32’7;018] <0.001
B BRAARE « R R (R 22
BHHIN D OLBALR, T TR RE D HON TR [ ] WSS KR
a) MEHIFILSDIE (vs. 7' T £ )
BRI TSI U £ & 5-BkARE)> b O RIR2EF M MpEHZ L& (mg/dL) ‘
7 7R > 42;3454.17 [7(1)68,12] B
NEA 7Y 7rP0.5mg | 60 i4582’2 [_;73’ 6_'026] [_;23’ 6_'821] <0.001
NEF T Y T7rY25mg | 6] i“;& [_;;3_'033] [_;;3_'828] <0.001
NEF 7Y T7uYrsmg |6l i5549"68 [_g;’ 9_'(119] [_;55’ 9_'945] <0.001

B BRARI « SEIE AR
BeHHIPOOEE, TTEREDE BN TRIME [ ] mH95% S X
a) MHIKILSDIE (vs.7' T £ R)

23




V. BEICEd BHIEE

fEE (Do) TR TRRIC B T ARG D DR EE (LR (kg)
\ &5 BHHINE D 7T &R N
B " gy FiLR Lo Pl
. 68.30 —035 — —
77k M a4 [—0.7,0.0]
\ ‘ 69.70 —0.81 —0.46
s
weA 7Y 7EY0sme |60 || C1001] 0.077
\ : 65.54 201 ~1.66
s
reAsY7avasme |6l | T Caa oty | <0001
\ : 66.27 ~2.08 173
s
VA7 TR SSmg | 6L | [—24—17] (22,12 | ~000
P2 5-BAARIE © LR AT UE(R =
BERIDDOER, 7T ERE D% BT [ ] m9S%E R
a) MHIFILSDIE (vs. 77 &)
EIEH
B G RE FEEUEN G CGRBLEIE R R 56150
7SR 74%  (4/5401)
WA Y T a Y 0.5mg 133%  (8/60f)
NEH Y T a2 5me 23.0%  (14/61{)
AT Y TP Smg 115%  (7/614)

BIVER ORBEIEICHMRZITRO bk o T,

NeA 7Y 7aTrOFEREWER (WIo BB CHILL BB L IER) 1, BNT &
ADZ N ad I = —PHN, SEREOCRT Y S KB TH o, AT 7Y ofE
HIMZfE- T FREOBRWEM AT 2EAIEEED biviadr o7, Fio, Ko ORWEM 2 EE
ThHY ., HEELHESNZEERILLIE Gmght) TR L2 URPMmBM. RPIRM0ERE
) Thotz, BWEHORBEMRHIC —EOMEBITERD b oTz, 77 B REE TR L-ZRITE
i, EfEMEDEV, TRl N7 EFADS Loy I =2 —PHA0, RPN, RPE A,
AR CTH - T2,

1) ARBNOAKRINTHE - AERIIUTOLEERY
BE., RAZFVEF 7Y 7a vl LT25mgx 1 BIREIRRDUIFERICROKET 5, 2B, RN +oRGAIC
I, B E oI BE LN LSmgl AIENZHEET A Z N TE 5,

(4) TRILRIEAER

1) BRI

a) %% IHRERSER TS5t AR EEREEHER - AERFEHR (TS071-02-3) O™

A ft) VRUBEIRIFIBE ZRGIC, VA7 Y 70 DU R T T e R 2R L, AR ORI
DWTOMBBUEHE A BRFT 5.

BT A 77 e AR RS EE R QEATRERH k)

*F £ A EEEEIC T2 b m L SR 4 2R 25 PR R R 5280144
(ImghE5561, 2.5mghE56/4, SmghEs4f], 10mghEs8fBl, 77 & REESTHI)
& 7 B gk L v - JRIEIIBAtRe I AT (BEIIBAMARE) KO ATOHbAle (JDSHH) 736.5%LL E10.0%LL F (NGSP

e L T69%LL E10.5%LLFIZHEY) 2>0% DR O ZEEEA £ 1.0%LA
< TRRWIBIAAGIERT (REIIBAAARE) SUI2BRT DD 72 < & b —J7 O Z2 |G i 73 126mg/dL LA |
Thd I ENEREINT
< IRIEBR AR AN B 1 B IR E O AR IR B da6E AT (BIZZIBAAARE) @ £3.0%LIN
s —EORFRILEETRFENIRMGOERT (BIEMBAR) DML i b E/L T\ D
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V. BEICEd BHIEE

I 7 bR Ah A uE A VAT ARIFIRIBICH D E
< QRIS OBERIE BE (IBERIS B, 1R IR DI O R E DR - RIBIC L 5 2 L M E
STV B HERIF BRI . JEURIEIR 7 )
BT AU TOREICRY T HH
a) BRBZAUT2H
< JREHIBRIA6ERT (BLEWIBRLANS) SUI2ERNCB VLT, M7 L7 F = S F
EHADE
< JREWIBIRGERT (BIEWIBRLARE) SUF2EATICHE W C, RSB (1+L2iE) 2R
EE
< IRIRWIBAAA6E AT (BIESHIBIAARE) U2 ATICH VT, eGFRAY50mL/min/1.73m? A i
ES
b) 3 (BEMEEEY) BORERFEEEEZ AT 58
RGP B AACIR T (BIZRMIBHLAN) K O2BEANIRH T, RF T /LT 2 2 3300mg/gs L
TF=UEBRDE
c) EBMEBEROMEE AT AE
d) B, BBMOMEEETLE
« PRERYSE T TR YSEA AP L TV A E S LT IR LR L TWEH
 PERRRVERERE, ATSZARIESIESEIC L, O EEREEEZ AL TV EH
< IREEIBA A6 AT (BIEXIBALAIE) ORI LANIZA A U U BUAI U BEIR B IR SR X 5 ih
BEIT-> VI
®_ B 5k N7 7r Y Img, 2.5mg, Smg, 10mg XL ~7 7 AR %21 B 1EEEFIZI2BMEO#& 5T 5,

F ZERE A H A

HbALcOTRIRIIBIIAI ) DIREMIE T E TOLLE

EIN GRS

mpEE, A2V >, Zuhar MHCPR, A v F 7 v TrA LAYy, FV a7 rr I,
K, JREEEE

i ES

EeC il

TR T R 381 2 e 5B AR 2> & OHbAle (NGSPIE) ZMbEBD 7T v REEL D#ET, Lt A
7V 7a Y ImghE, 2.5mght, SmgRE K N10mghE TEAIEIL—0.51%, —0.61%, —0.68% K% O}
—0.64%THY, WTNLT T ERBICH LARRIKTRRD b, 77 BRI T 2IET
B ImgliZ 2. 5mghE CRE Mo 7203, 2.5mgll FOHEBRECIXFARE CTh -7,

P EBHAAN) S OHbAle (NGSPE) Z b &DHER (FAS)

—O— 7 F &R (n=57)
—A T reF 7 V7YY Ing (n=55)
—@— Lt A s YTy 2 5mg (n=56)

%) —A— Lt A 7YV Tr Yy 5ng (n=54)

Lo —— A7V 7a P 10mg (n=58)
0.5
0 ITTTT - 1T TiIT
HbAlc
1T
ft
=
-0.5
-1.0
-1.5 T T T T T
0 2 4 8 12 (i) TRFE
. H T
AT 1
S+ EEE R
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AERICEY HIEE

fR (225%)

TGP TSR T 2 R G-BRAAIE A & OHbAIe (NGSPE) 21k (%) ‘
7 7Em > 17 6924 [0.106,2<)2.34] B B
A7V TR img |53 i7 67.;9 [—0.;1(3'390.17] [—0;8(3510.34] =0.001
NEF T Y TrY25mg | 56 j 693 s | - Ogl(ji 90.27] [_0;8(3'?0.44] <0.001
A7) 7Y Smg 54 ;0829 [—0;8(3'160.34] [—O;S(T'igojl] <0.001
A7) 7Y 10mg | 58 i7 69.27 - 0;4(3'130. 31 | 0;3'540. s | 0001

Fe G- BHARE « SR £ AR (R 22

BRI D DEE, TTRREDE R/ R [

a) FGBMAIFOM &2 L8 & U2 EHIKILSDIE (vs. 77 2 7R)

B R B Al

TR T IRFIC R 1T D # B-BARIE D> & O 22 IR MUE S, A% 20 R M E X MK B O L (L&D 7 Z
VARBE L DEFFNTN 293~ —18.Tmg/dL, —59.2~—473mg/dL&% (}—2.12~—0.95kg T V .

1 ¢ WI95%(E HE X M

WINHL LA T 7a P OTRCOHER T 7 B RHIZ LEERK T RED bz,

TR T RIS 1T 2 B G-BARIE) & D ZZIERF M2 K& (mg/dL)

7R 37 i538§.23 [2.68,.113.6] o o
NeA7Y 7aY s img |55 :228'2‘ — 1;2);65.0] [72;51’8;710_8] <0.001
NeF 7Y 7aT25mg |56 :268'_15 — 2;_31’6;811.3] [73;72’4;917_1] <0.001
NeH 7Y 7a P 5mg |53 ;93’_31 [72;72’17'015_3] [73;02’91121_2] <0.001
NeA7 Y 7mP 10mg | 58 5258’_32 [72;62’17'215_8] [73;02’91321_6] <0.001
P 5 BHARR « Y fE = AR e (R 22
RGN D OB, TTERE D BN TRV [ ] W95%E K]
a) FHBRAAREOM A AR L LI MEHIFILSDIE (vs. 7' T £ )
TRFRIIHRE T30 1T 2 3 G-BRARIE > & O B2 TR ZE (b (mg/dL) ‘
B | e | et | een | o
77ER 37 itfé [—6.38.,714.3] o o
A7V TS img |53 i457§?2 [—5;:i734.0] [—63_.;8—.433.4] =0.001
AT Y TP 25mg |56 42;5581..71 - 6;55’ 2_'74 1] [_7;65’ 6_'44 L3y | oo
VAT 70T Smg |53 i4556.22 [—66_.55,5—.444.3] [—74:55,9—.243.8] <0001
s Y 7aY i 10mg |58 isszg'?s [_54:33_'633.1] [_62_.2‘7_'332.4] <0.001

B G- BHAAIE « R fE AR e (R 2

BHHINODEE, 7T EREDE RN RVIE [

a) FGBRMAIFOM A LR & U2 EHIKILSDIE (vs. 77 2 R)

] : W95 % E HE X M
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AERICEY HIEE

R (00F) | BN TSSO DR D OB (o) ‘
7R > i6 133?4 [70?2;,50.51] B B
sy 7avmg | 55| ] ?;% (L 8(3'i10.43] - 1.;80,350,42] <000l
NeATY TE P 25mg |56 f ?16; s | - 1;81,'i 10.93] - 1;817'150‘93] <0.001
EAZV RS sme | 54 i7 iss.g4 [—2;51,'371.59] [—2;52,'121,59] <000l
A7) 7T 0me |58 i6 (1)59.;4 [—2;71,.301.53] [—2.;72,.351.53] <0001

P G- BRAARY I EAE Y (R 2
BeERINDLOELE, 7T R EDE /N TREHME [ ] m9S%IE X
a) MEHIILSDIE (vs. 77 &)

aEH
50 FEEUEN G CGRBLEIE R R 56150
VAN 10.5% (6/57151)
AT Y TP Img 182%  (10/5501)
NEH Y T a2 5me 161%  (9/56f)
A7) 7T 5mg 16.7% (9/54451))
A7 Y 7 a Y 10mg 24.1%  (14/58f)

BIVEA OFBE AR ZTZRD e o7z,

NeF 7V 7 oEREIER (WIFhao AEREC2HILL ERBLLZRIER) &, #EIR, JRT
p2rmra7 Y HEm, RAP T AT IV 0¥, IRES BRI, BRI THoTZ, £
DOFRBIENEIL, 2.5mghE THEIR8.9% (5H1/56651) . IR T AT I VR O D 1B%3.6% (2651/5641)
KA b EEL8% (LBI/566]) Td b, Smghf THIRS.6% GFl/S54%), RPp2Is/mrvr
U HEIN3.7% 15461 R T VT I UBEEROURT 7 b KRB 1.9% (141/546%1) Th-o
Too VATV T u P OREEIIHES T, FREORIWER ST 2HAITZRS Hhieho iz,
Fio, TRTCORWERABRE CHY | FERNC —EOHEMIZEED b o7,
RIUEHE O BHWEHRBEEIG I, 77 BRREH,. vEA4 7Y 7P Img, 2.5mg, 5Smg, 10mg
BEBEONTNROBICBWNTH0% (5761, 5561, 56, 5441, 58IH0fF) TH o7z,

77w ABECHRE L RIERIL, IR, IR, O, WM, BERE, niB, T T =0 -
TI/) N RT 2T =B, RPT VT IVBE, TANGX VBT I T AT7 2T —
BHIN, iy L7 F R AR —EEA, BEMED EV., RS TH o,

1E) ARNOAGESNIZME - HEEUTOLBD
W, RANZEAEA 7Y 7r Pl LT2.5mgz L B RATSUIFRRICR ARG T 5, b, 2IRATHIREAIC
. BEE oI BE LR S5mgl HIENCHET 2 Z &N TE D,

b) EMMERKHAER T RB_EERILERE : 5B (TS071-03-5) 2 1)

H £ RIBEIRIF BT A, A7) T e U LT T e R R4 G L. Ao, Zaettis T
7R & HEHRET 5,

REBRT A v 77 A R E b T S i E G (AT Heig i)

%t % A EEPRIEIC TR = > b o — VSR -45 72 2R R FRE 1584

(2.5mgfE7961, 77 &= AREETIH)
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V. BEICEd BHIEE

EERAE 8 R

- VBEHIBRLECE AT (BIEWIBARE) K OERTOHbALe (JDSIE) 736.5%LL 10.0%LL T (NGSP
e LT69%LL E10.5%LLFICHEY) 2>0% DR O ZEEEA £ 1.0%LA

< JRFEMIBAMROIART (BIESMIBAMAM) SUF2ATO D72 < & b — 5 OZE R MFEE A3 126mg/dLLL_E
ThbdIENEREINT

- —EORFERIE TR BAe I ET (BLEIBIAARE) D6 LL ERTA B FEME L T\ B

& 7 B Ak e

< QRIS DFERRIE (IRUERRNG . 2R LIS DR DREFF « JEEIC X 2 WEIRIS BB . ITIRREIRS) %
G0 2%F

- B, BBEOMEEETHE

- BN e ia . (RIBRERAT 1A R, SEMHRe Eokts) 2B BRBLA0T 5
=

- VRIEWIBAARCIART (BIZZIBIAARE) K ORBRTNICHIE L 7= HERRERIRIEIEB & (eGFR) 2%k L C
45mL/min/1.73m? (NBUREEIN & TS HA) Rio#HF

o PRIBIEGE T A TEEEGEZ AL TV D3

 PERRAVERERE, ATSARIERIESIC LY, O REEREEEZ A L TV DHE

< IRRIBAMR6E AT (BIZHABRLARE) ORIGEMILANICZA > A U U BAIUT B R IR IR R ERIC X DR
WAEZIT =&

WO Ik

NeF 7Y T7u P 25meg it T TR &1 B 1 EEIEETIC24 8 R D %5+ 5,

F: ZERE Al H A

HbA ORI TRFIZ I 1T BI5GB AR b OB (L B

B R BT 2 H

MmFEfE, A > AV >, Zuhay, MHCPR, A %7 hFuf Ay FYVad sy,
R, NG, JR¥EEE, HOMA-R, HOMA-B

F M
TRIEHIE T A 35 1F A ¢ 5-BRLEMED & OHbALe (NGSPIE) L &EIZHOWT, Lt F 7Y 7udy
2.5mglED T T v ARFEL DFEIT—0.75%TH Y, 77 BRI LAEZRIETRERD b,

TR T 61T D% 5B LA & DHbAle (NGSPE) ZE{bE (%)

\ &5 BHRIND D IR
E‘a)
R " e v L o Pl
o 8.17 0.13
‘t/\ —_ J—
77w P 4080 [—0.04,0.29]
\ : 8.14 —0.63 ~0.75
LAY T <0.001
VEAZI TR 25mg | T g1 | [—079.—046] | [—099,—052] | 000

$e G- BHAREE « SERfE £ AR (R 22
BHHIPODOEE, 7T EREDE BN TREIME [ ] W95 E I XK
a) HFEBRARFOMA LR L L2Lo#a (vs. 777 B R)

B L BHAER )5 DHbAle (NGSPfiE) Z b EDHER

—O— 7R (=79)
—@— V& A T YT 2. 5mg (n=79)

-1.5 T T T T T
0 4 8 12 16 20

RIS

T T
24 () 1B
KT

EEE AR AE (7
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AERICEY HIEE

fR (225%)

B R ) S

BRI TRICB I 2B EHBIEN D OB EDO T T B R L OZET, 2218 W i 5 85 23
— 27.5mg/dL, RHE2REHIMBEME A —56.8mg/dL, KRB &S —1.77kg, MEEBFEN —1.26cm, 7
aTIIVT IR —3.33%, HOMA-RA —1.17, ZEfEREA > R U 273 —1.82uU/mL, Z2RgIRFIf 1 CPR
AN—0.15ng/mLTHY . WFNbLEF ) 7a o BT I REEICH LEERE T2 R L,
F 2 RN TR 2 B EEI AR 2RI £ CORHEINED 7' T 2 REE & DF£138.22¢/2h T,
NEF TV T U UBETT TR LABREINN R ENT, BEA R Y VEIZOWTIE,
TR TSR T 2 5B 5 OB L BT, BRIFHR O CIE 7 7 B RBEHCHT 5
BKFE2RLED, Wb ABERETIE o7, BHCPR. A > &7 7 aA A > HOMA-B
WZDWTIE, TR TR 2 5-RIMARD D OBL BRI T T B Rt OF B AEITRD 5
nigmoiz,

TRFRIIRE T30 1T 2 5-BRARIE 7> b O Z2 I IRF IR 28 (b & (mg/dL)

. 5 BeHATN LD 7R
‘é‘a)
B5 " g v Lo Pl
. 161.9 —038 B —
77ER [ [—5.43.7]
\ : 160.8 —283 —275
A
VEAZIV TR 25me | T g | [2329,-238] | [—33.9,—211] | 000!
5 AR PRI e
B EHIN D OB, TT R D% BN TREEE [ ] m95%E
0) B GBSO A R - Ui A (vs.7 T L F)
TR T IR 233 1) B B 5-BHARIRE > & OB 14 20 [ mpE 28 (L & (mg/dL)
\ &5 BEHRIND D IR
E‘a)
R " v Lo Pl
. 262.0 11
77ER [ [—8.0,10.1]
: , 257.4 —558 —56.8
o
ATV TR | T 509 | [—647,—468] | [—69.6—441] | 0
e 5 DRAAS TR+ P2
BERI S DL R, 7T R L 0% BN TRTME [ ] WSS IR
@) BEBASOME A ISR L L= B (vs.7 7 & &)
TR T R T DB 5B S O T2 b= (kg)
\ a2 BeHRTN DD 7R
ﬁ‘a)
i U s A B Lo Pl
. 66.67 —0.93
77eR P s | [—130.—0.56]
: : 70.19 270 177
A
VEATZYTRT25mg | T s | [—3.07.-232] | [—230.—1.241 | “O-001
B 5 AR TR+
BEHINDOER, TTLRE D% BN TR [ ] WR05Y%lE
a) 2BEAMRE (vs. 77 ER)
TR TR IR B B G-BAaR > O OB AL & (cm)
\ w5 BeHAT DO AN
E‘a)
B5 " g v Lo Pl
. 83.68 —0.92 B B
77ER P w003 | [—151,-033]
\ : 90.47 17 —1.26
A
VEAZV TR 25me | T g6 | [—277.—158] | [—200,—042) | 004

B G IRRARE - T R
BEHDLOEE, T ERE 0% BRI [ ] WROS%IE KR
a) UEARMRE (v8.7" 7 ER)
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AERICEY HIEE

fR (225%)

TRFIHRE TR IS 1T 2 3 G-BRARIE > b O IR B2 L & (g/2h)

\ w5 BeHAIN LD AN
‘é‘a)
B5 " g v Lo Pl
. 335 —0.34 B B
77ER P 4436 | [—122,-0.54]
\ , 3.4 7.88 8.22
s
VEATVTET25mg | T e [7.00,8.75] [6.98,9.46] <0.001
B BRAAR © PEIE (2
BEHIN D OB, T TR E O BN TIOEE [ ] m9SY%E e
a) 2EAURTE (vs. 77 & R)
TR TR ICRBIT A EGBERENL0 7 ) a7 7 I VB bE (%)
\ &5 BHRINH D 7T &R
é‘a)
R " s v Loz it
. 2135 0.84
77ER L [0.27,1.41]
. . 20.95 249 —3233
VEAZI TR 25mg | T ase | [ 2306-192] | [—4.13,—2521 | 0001
B 5 AR P - Y
BEHIN S OB, 7T RE D% BN IO [ ] WSS K
@) BEBEISOME A ISR L L= (vs.7 7 £ H)
TR T IRFIC R 1T 5 # BBl AGIE D> © OHOMA-RZ b &
\ e BeHRIN DD 7R
‘é‘a)
. N s A B Lo Pl
. 2.86 —0.03
7 7ER P s [—0.37,0.32]
) . 323 120 —1.17
VEAZYTRT25mg | T 3y | [—154—086] | [—1.65.—068] | 00!
B 5 AR TR+
BENN D OB, 7T ERE D% BN TIEE [ ] m95Y%IE K]
2) 2BEAURE (vs.7 T L F)
TEIRWIFE TR BT DR GBI D ZEERF A A ) AMEZE{LE (WU/mL)
\ w5 BeHAT DO 7R
‘é‘a)
B5 " g v Lo Pl
. 7.11 —0.06 B —
77k P 4400 [—0.75,0.63]
) . 7.97 ~188 182
VEAZITRT25mg | T oy | [—257.-119] | [—2.80.—084) | 000!
B BRAAR © PHIE (2
BEHIN D OB, T TR E O BN TIOEE [ ] m9SY%E e
a) 2EAURE (vs. 77 &R)
TRPRIIE T BRIC B 1T D R G-BlAA > & O Z2jE M i P CPRA L & (ng/mL)
\ &5 BHRINL D FIvR
é‘a)
R " s v Loz it
. 1.45 ~0.19
77ER P w060 | [—028.—0.10]
) . 1.54 033 —0.15
A7V 7e25mg |79 +0.87 [—042—024] | [—027.—0.02] 0.023

$e G- BHAREE « SR £ AR e 22

BeHFin o OEE, 77 ERE D% /N REHE

a) 2BARURE (vs. 77 & K)

[ ]: MI95%(EHE X M
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aRICEH I HIEH

TR (02%)

RIEH
e 58 FBIEIG CEBUBIEUZHN 86150
7SR 2.5%  (2/794)
NEeF T Y T7aP25mg 7.6%  (6/79%)

BIVEA ORBEIAICHRZITRD bk h o T,
wﬁf&)?ﬂAﬂ&%ﬁf%ﬁbk‘W%i SEPR261 (2.5%) . WEBERRERYE D, M4 b
OREIN, ARIMAEE, 2R, BREE O FES1E (1.3%) Th ol KILKEAE O &ITERREHEE
X, 77 B REERET% (0F1/796]), veA4 7V 7u P BREHETLI3% (161791 Th-o1z,
7T ARBECHREL U IERIL, (B, TR, BIRE 18I Chole, T XCORNERORRE TR
ETHY ., FEERHAIC—EOEAITFRD b ho Tz,

2) REMHR
OLE:$-33

a) R#ZS5HER (TS071-03-3) ™19

H 9

A7V Ta e RS (S2H) LIcBROLeM,, Ao eiad 5,

BT A v

FEE B

*f %

A EEEIEIC T = > b v — L SR 4y 7 2 B FR R R 299 45)

T 7 B g L T

 VREHIBR LSRR (BRI K OERTOHbALe (JDSIE) 736.5%LL F10.0%LL T (NGSP
fEE LT6.9%LL E10.5%LL TIZFY) 7y 2% O OZEEIES = 1.0%LLN
 —EOBRFEFIE IR b4ERTT (BIEHPHGERE) OEMLL LRI GEM L T D

& 7R RS A

<VEWEHABRRA4E T (BLELHABRAARE) >

< 2RI OREIR (VBRUHEIRIF ., 28D OREE OB - BBIC X A BEIRIA ., tHREIRIR) 2 A 0F
TEHH

- BHEH,. BRBEOMITEAAETHE

- B R BIBREAT A R, REGIRIEO®RE) 2 LEET5BREZATH
-R%@%EX@E%%@%E%%WLTm%%

© PRRRRIVEREE, Al RRAE RE S5 . AL PEREEE T L TV DEE

IR AR4E AT (Bls% %%%ﬁ)@wmﬂﬁum TA VA BRI IHERIFTRRERIC L BYE
WAEZIT T

<VEWE A BH 2A23H Fi>

IR HIBI A4 T (BIZRIIBAAAEE) M OB ATICHIE L= HERRER(AJEIE & (eGFR) %86 L C
45mL/min/1.73m? (NEUSEIN A TIEEHA) RiEoH

w5 Ik

wtﬁﬁu7myyzmggwu@ﬁﬁ%mﬂﬁ%ﬁm&ﬁﬁéotﬁb\mmu(Nawﬁ)ﬁ

HEETE (TR 163 & U203 OHbAle (NGSPE) =7.4%) #iii7= L. 2 oREMEICHER 20
HA L. R4S Mg~ DB A LT 5, 2B, WERZICKAMICHER S 5 L Hr L
A2 5meg~ DO EE ] LT 50, FHEEIFRTET 5,

T

A i H H

M - HEERONE R OREEE
HZhM:  HbAle, ZEfERRMpE G, 7V a7 L7 I v, (KB, 2R > A Y > [HCPR, A >
%7 NFraAAY . HOMA-R, HOMA-B
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AERICEY HIEE

EES

A5k VRS2 51T A B 5B 45> & OHbAle (NGSPIE) 2Bl —0.50%. 2ZShe e i fi i 28 b &
1E—163mg/dL, KREZE(LREIT—2.68kgTHY . WITHNHAEIMKT L7z, £7z. HbAlcIIIEHI2
W &0 P E AR & i L CHEBERIR T O b, 52 £ TRkt L 7=,

TR TR 1T 2 8 G- BAGIE ) & D28 (L 8
SR e 5B hAIE BHRI»DOZbE CEYHE)
Rake n P + R YRR A HEEAH pfE®
—0.50
% 67+0. )
HbAlc (NGSPfE) (%) 299 7.671+0.66 [—0.6.—04] <0.001
ZENE R fBEE (mg/dL) 299 139.2424.1 [_1916_'314] <0.001
KE (kg) 299 69.48+14.01 268 <0.001
T [—2.9,—2.4] '
[ ]: W95 % EHEX M
a) EF T Y T a T Smg DR E G T
b) FEARGRE (vs. % 5-BAAEEE)
P 5. BRAGIEE 5 OHbAle (NGSPAE) Z{b &0
é“ —@— LtAZYTuYr 2 5ng (n=299)
0.0 T T T -
Hk;ilc
I -
5w 0.5
-1.07
-1.5 T T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 (i)
S
SEE AR A
a) AT Y Tu P Smg~ O RH 25T
eeXn &IEH

BIERREIEIA1216.7% (50/299%1) TH v, FOLRBIWEMIX, Mk OHERS3.0% OF), O
#1.7% GBI, KPRl vurua 7 U Uk OMRIIEESR1.3% @H#1) . JRPET7LVT I Btk
QLH 7 R AREEINE1.0% Bfl) Thole, KEDITBETH -7, RERBIEHE LTH
AR LB TR D HITe, FERFIABI O BLEI A (3% G-BAAR ~ TR 123E, 12~2418, 24~36
., 36 TENTNIA% G4fl), 3.7% (A1f) . 1.7% B, 23% (7#) THY ., EHES
WCPEW BB S S EHT 2B S o o7z,

BEERED 2 RMEIC OV T, IBEY24E LI BT 2RIERRHREIAS L, VA7 Y 7u P 5mg
~OHIEE]T2.2% (2/894]) . FEHEEAHITS5.0% (102014) TH VY, HWEOHEIC LV EHHEALIC
B R EITRD BN o Tz,
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V. BEICEd BHIEE

QftRRE

a) JUAEY FEOBARMIRSHER (TS071-03-1) O

E i)

NEA TN Tu D ZNR= AT LT EL () A R) EOFRRBIRG (S21H) L72BEo
e, AR 5,

RERT YA

L% LR E AL T T £ AR IR EE R RGAER QE TR k)

pS) % A EIEER VY A Y ROBMEEIC T = > b o — L3R4 72 280 FR 95 85221
il OLeA27 Y 712 5mghEl506, 7T EAREET1H])
T 7 Rk G B v < VREHIBRLA4ERT (BIRWIBIAARE) K O2EFTOHbAlc (JDSTE) 736.5%LL £10.0%LL T (NGSP
L L T69%LL E10.5%LL FIZAY) 2> 2% O OEEEA £1.0%LLN
s —EORFEIEEIREB b4 ERT (BIZWIBAARE) OSEMLL LRI L EM L T D
< IREHIBRMG4ERT (BIEWIBAAARE) AR AEMBEN T EHED 7 U A Y NE&EMLLEHE
fet
T B v <IERBIBAA4E AT (R IBIAARE) >

< RIS ORERRI (IRFER, 2BILSN O REE OB - RIS X DHRERIF ., IEARNERE) % & 0f
ERAED

- B, BREOMIEE AT 0F

- R Ia R (RIBEEAT v A N, SEMiAlEoRks) 208 e 5BREEZA0T 5%

* PRIESRRGUE XTI AFEGRRGHE 2 B OF L TV o

- PRERIRIPERERE, BISZMIERIEZIC LD . BIOREE ZH LTV D E

IR AR ET (BRI AREY) ORTSEMLANIZA A U AT 7Y A Y NS OB
PRIGIBIRERIC L DR e T 1=

xRS KU

<TRME B AA23E >

(D3%) IR IIB AR AT (BUZWIBAARE) K OB RN HE L7 HER R ER (AR & (eGFR) 2%ife L T
45mL/min/1.73m? CNEREB AL Z TUEE TLA) RO
<TRHRIIBAAGIE>
BRI 7Y A Y ROME - HEEEHE LIE
OB Sk Bl (AR ROEIGREREIH ST —EME - HEOZ ) A Faifked 5,

TR T (B 5 BRAAINE~ TR 12408) -

TEERNICTLEFZ Y 7P 25meg it T T AR A1 1R AR ST 5,

AR (JRWEHI24~521R) -

FERTICTLEAZ Y 7a P 25mgal HIERIERNCR DS T 5, 7272 L, HbAlc (NGSP
) BB (REHN16 U0 OHbAlc (NGSPIE) =7.4%) %= L, 2o tEIcHEN
ROEE L, IBFER4AEICSmg~ D EEZ P & T 5, B, HERORZLMEICHENH 5 L1l
L2 3BA1E, 2.5mg~DORiEE T &350, HHEIRTET 5,

BT YA
BEI B RIAH 1 FEEBRIHN 1T
(i) (438 1) (283 H)

N
E g

D i
1
P

vty y7my v/ |8 5mg (n=T7)
Wty YIeyy
—+
5 R K
Cilak:s

T 5tA/
A2V PL)
+
DU IR

7Y 2 K (—EME - iR

t*t 1T 11

R EAS Fe 5 BAkG BEO #EO Bh5HT
; ; | .
' 1 '
' [ . . [ '
-4 03 163 2018 243 521
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V. BEICEd BHIEE

oM E OB M BEESONE L OFBUEE
Ak - HbAle, ZEfERFMAEE, 7V a7 7 I, RE, ZEERA > 2 Y > IHPCPR, A >
%7 NFaA AU, HOMA-R, HOMA-B
fr s e | 1) SAEDM (5B ~5288)

NEeA TV T7a Y 25mg Smg~OHEEZETe) 52l EE Lo #BRE Iz o0 T, IRESI52H
BT 55 D OHbAle (NGSPAE) 2k &k —0.63%., 22 B 0 i B i 25 (b & 1%
— 22.4mg/dL, KREZEEIZ—223kgTHY, WTNRHLAEIMK T Lz, £7-. HbAlcILIRWEH2
X0 EBLARE & LRI L CHERIE TR b, 52l % TR LT,

TP T RIS 2 B G- BRARRA & DAL Y

P B RtaRs BRI B OZALE CFEE)
n PEI i+ B (R HEEfE pfiE®

HbAlc (NGSPfH) (%) 150 8.070.85 [7(;8(3'?0'5] <0.001
ZE AR E(E (mg/dL) 150 151.1£32.7 [7;72’ 2;418] <0.001
R (kg) 150 66.39+11.48 [_2_.52)'331.9] <0.001

[ ]: WI95% EHEIX M
a) AT T u Y Smg DM ER &G
b) VEARURE (vs. 32 5-BHAAKS)

P BHLEM ) 5 OHbALe (NGSPfE) 2k &Y

) —@— LAY TuTy 2.6mg (Y A FHAR)  (0=150)
0.5
0.0 T 1 1 T
HbAlc
Q/{
{g -0.5
=
-1.07
0 4 8 12 16 20 24 28 32 36 40 44 48 52 ()
A4
P = AR A 2

a) LA 7Y Tu Y Smg~DWEN & &

2) —EERE (RE5RGE~24:8E)

ZHEERMIK TR (RRER4RE) 128 2SN O (LRI OV TV Y TR
2.5mgll BT 57T AREEE DL, HbAlc (NGSPE) 73—0.88%. Z2iE M BB )S —34.2mg/dL,
HREN—151kgTHY . WTHHALEFZY 7ud U BTT SRR LABERETAED L

niz,
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AERICEY HIEE

THEMREIK TRFOZLE

B o | sy | FONDEC ) oe e 0w | pite
=N LB
HbAlc (NGSPE) (%)
s 0.4
7R 71 | 8.01£0.73 02, 06] — —
NEFHS Y TP 25mg | 150 | 8.07+0.85 —02 —0.88 <0.001
[—0.6,—0.4] [—1.0,—0.7]
Ze I E S (mg/dL)
. 18.9
7R 71 | 1482283 (1226 — —
NEA 7Y 7r Y 25mg | 150 | 15114327 h;fﬂﬂ k;ﬁéﬂ <0.001
K (kg)
7R 71 | 65.34£10.57 0.16 — —
[—0.2,0.6]
NEH Y TP 25mg | 150 | 66.39+11.48 —1 bl <0.001
[—1.6,— 1] [—2.0,— 1.0]

FeG-BRARI : Sl - AR v 22
BERINODOE(LE, 7T AR LD R/hTREIIME [ ] W95 % E K
a) HbAlck OGRS IBEEI L5 G- BlAAR O 2 A e & L7z 0y Bt (R II2EEAURE (vs. 77 7 &)

EES A2
(93&) | (935%)
LA

&EH

NeF 7Y T a T 25mg (Smg~OE R EZET) Z52HEE LR 1Ic BT S RITERFEBLEI
A1321.3% (32/150%1) TH Y., TOEARBIEMIL, KIIOHHES 7% (134, RFB2I/ur/uvr
U HEM3.3% (56)), (ERLKR OMARE2.7% (46]) Th o7z, FEBREHIR O R ELE G138 5B ih
FE~TERHI1208, 12~2418, 24~361A, 36 B TENZN153% (2341), 3.3% (5f). 2.7% (4
Bi). 4.0% (66) THY ., RHHEEIZEWEREIEN AT 2L bhieh o7,

F7o, “EERM (%5BRARE~24FE) 2B DRIERBEEIGIE, ve4 7Y 712 2.5mg
BHRET17.3% (26/150f5]) . 7T ®ARBETISS% (11/7146]) THY ., ZFIR O N oT-, =
DH L, BRMPFFEDRREE T, VAT ) 7020 25mgk 5HETT7.3% (11/1504]) ., 75 &R
BET42% B0 ThHY . WEEE HARMIEE O KA TR EE T, R (R MR IV 4
U 7r o 25mglE 5REOIFIORTH Y | & EOIRMEITZED Hhishno iz,

R OLZAMEICOWT, RIENT (JREY24~52) 12k 2BWERRBEESIZ. VA7
7Y Smg~ DB TT.8% (6/77f41) . FEHEEBIT10.3% (7/68%1) THV |, HEOFMEIZLY
BB ICIHE R ZEITRD Do T2,

b) #OM#ERTELOHFARYIRSHER (TS071-03-2) 1018

H £y NEF T T a YR MoOROMMER T E FHER®RS G2EM) LBEozaett, Gtz
R 5,

REBRT A FEE M

xt 4 A EEIRE N O R O MU T SR o0 BRI Tl = o b o — L 3R 4y 2 2 R R
B 48715
e 77 A FRUTEL, o-7 N3 Z—VHERIOSF, F7 Y 2354, DPP-4FREHKIL
Bl BEHRLA o AU MR ER 595

7R B L U < VREHBALA4E AT (BIEMIBAARE) K OB FTOHbAle (JDSfE) 736.5%LL £10.0%LLF (NGSP

L LT69%LL E10.5%LLFIZAEY) 2>2F O OEEIEA £1.0%LLHN

« —EORFRIE TR A4 T (BB O8WMMILL ERIA 6 M L T3

< JRIEMIBI AT AT (BIRWIBAAARE) (/KGR BN T B R O B T S & 8 R LA
LR Fe 7oA RN, o al X —PIRER, F7 VY DU, DPPAFLEIK, W
A A Y A UM TERR)

35




V. BEICEd BHIEE

I 7 bR A %

<IGWRIIBR AndE Al (BLZR B AARY) >

< QRIS ORERRI (IRFER, 2L O REE OB - RIS X DHERIF ., IEARNERE) % & 0f
ERAED

- B, BREOMIEE AT 0F

- R Ia R (RIBEEAT v A N, SEMilAEoRks) 208 e 5BREEZA0T 0%
* PRIESERYHE XTI AFAGRRGHE 2 S OF L TV o H

- PRERIRIPERERE, BISZMIERIEZIC LD . BIORPRESEZH LTV D E

IR A4 IR HT (BRI AREY) ORTSE AN A > 2 U > BGEISUI O HEE (6 B i bt
TEIAD) DA OFERFRIRIEIC X DinR e Z 7o H

<IHIRE 1 B A 238 RiT>

- IRFRWIBRARAERT (BIEWIBRAAIE) K ORBERTICHIE L 7o HERDRER (KRR 7 (eGFR) 2%ifgE L T
45mL/min/1.73m* (NEUREBIALZ DUFERA) Riili o

<IBIRE I B AR >

- B TICHOR IR (R 0 R THR1AD ok - HEEZEE LIEH

ARGk

B QAR ROEBRE I —EAE - AROMORR D s T3 2 k1 5,

NEeA T Y Ta Y2 5megE ] BIEFIAERNZS2EMERO#% 535, 7272 L, HbAlc (NGSPfH) 23
HESLYE (RIEHI6 K U0 OHbALe (NGSPE) =7.4%) %iiil= L, 2> 2RI 7
Aid. TREI24BIZSmg~ DR A [ &35, 2k, WEHOLZEMICHBENH 5 &R L=
Al 2.5mg~DOJEE ATREE T 52, HHERII A LT 5,

e s 7 A N, a-Z v ad F—PER, 77U V3K, DPPAMLER, dighilg 2] v
R ESR

Rk (03%)

BT YA v
FE RN (G2HR)

B
(43 [#))

5mg (n=191)

ety ymy Y |8
+ l 2. 5mg (n=487)
ZOmyE 2. 5mg (n=487)
B FE
it R

2. 5mg (n=267)

% Ok e R (—E R

tf t T1

REREG  BEME RO 8RO BEHT
! ! I ;
—438 03 160 200 24 523

oMl HOH

C HEHESONE N OGBS
: HbAlc, ZEJERFMMEME, 7V a7 V7 I (KE, ZERA AU MmHPCPR, A
&7 NFuaA 2 AY . HOMA-R, HOMA-B
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AERICEY HIEE

A2

RS2 31 5 5-BREARF > & OHbALe (NGSPE) Z8{bimid—0.52~—0.68%, ZENEIFlLEE
B EIX—17.8~—214mg/dL, KEZE(LEIF—1.96~—2.88kgTH V., WINHHEIMELTFL
72o F72. HOALCKIW TN OIMPERE FIE L OPFHIZR W TS, IRFESI2E L 0 B 5 BRhAN & il L
THERETARD S, 528 £ TRt L=,

TR TREIC 1 2 42 5B > > OHbALCZE LY (%)

PEARE O B 5B AG R FERIN OB E (CEEHE)
IR T 3R n VS fE - R UE R 72 HEEAE pfiE®
B —0.61
BGfifH 117 7.84+0.71 [—07.—0.5] <0.001
i —0.68
a-GIBf ] 105 7.85+0.77 (—08.—0.5] <0.001
TZD{fH 95 7.95+0.92 —0.60 <0.001
[—0.8,—0.4]
DPP-4ifJff 111 7.88+0.78 —0.52 <0.001
[—0.6,—0.4]
Glinide{Jf: Ff 59 8.00+0.88 —0.59 <0.001
[—0.8,—0.4]

[ ]: Wi95% EHEX M

a) Lt F 7Y T a Y Ssmg DR &S T

b) UEARURE (vs.4% 5 -BAAAMRE)

BG:E' /7 F A R, o-GLo-27 V=i —PEK TZD:F7 VY DK
DPP-4i:DPP-4[HE 4K  Glinide: TRZHH A o & U L4y Wbt 2

TR T IS B 1T 2 8 G- BRI D O Z2iE RF U B2 (L &Y (mg/dL)

DF AR R B 5-BRAAIRE BGRIA O D2 R CFEIE)
R n P fiE B R HEEfE pfiE®
—17.8
BG ] 117 143.8+24.8 =22 14] <0.001
\ —21.4
a-GIfF 1 105 148.0+27.0 [—26,—17] <0.001
TZDfj 95 141.7£29.9 186 <0.001
[—24,—13]
DPP-4if}fFf] 111 152.130.7 183 <0.001
[—23,—14]
Glinide(Jf ] 59 146.9+31.2 194 <0.001
[—29,—10]

[ ]: MiI95% EHEIX M

W) VAT Y T B Smg ORI E

b) UEEAURE (vs s 5-BRAAIF)

BG:E /7 A R, a-GLo-Z Lo ¥ —PIEE. TZD:F7 VY DL,
DPP-4i:DPP-4BH 4 Glinides#ZhH A o R U 2 4y WM 3
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AERICEY HIEE

(mo%)

Ak
(Do)

TP TREIC I T 22 5B D DR EZE(LEY (kg)

Ak N e 5B bR BHEI S OELE CEYE)
MR T 3K n S AR HEEME pfE®
v —2.86
BGHf 117 69.40+13.07 [—33.—24] <0.001
R —2.80
a-GIff i 105 66.19£12.90 (—34—22] <0.001
TZDft 95 71.67+13.40 232 <0.001
[—2.9,—1.8]
DPP-4if}f 111 67.62=14.45 196 <0.001
[—2.4,—1.5]
Glinidef)f 59 66.38+12.71 288 <0.001
[—3.6,—2.2]
[ 1: MiRI95% EHE X M
a) At F 7Y T a Y S mg DR &S T
b) VEARURE (vs. 8% 5-BHAAIRF)
BG:t /7 F A R, o-GLo-27 V= —PEK TZD:F7 VY DK
DPP-4i:DPP-4[HE 4 Glinide: TN A o & U L4y WAt 2
PG BRAGIED 5 OHbAle (NGSPAE) Z{b &0
—>— BGHFH (n=117) —@— o -GIfifffl (n=105)
—@— T/DBEA (n=95) —&— DPP4ifif ]l (n=111)
(%) —B— Glinidefif}f] (n=95)
0.5
- B R S O N R NN, - S
m;f_lc . ‘:-.gsl_!\l Ill 1 v e | |
f;t_ h I \l‘-—!?— — | |-i-ﬁ-ui..|ﬁ-§== 4
RERERNNRENN
1.5 T T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 ()
FFATRRE 30
SEVIE R 2

a) VAT T u Y Smg DM ER &G
BG:v /7 ) A R, o-GLa-Z Va2 ¥ —BHEK TZD:FT7 VU V3K,
DPP-4i:DPP-4fH 538, GlinidessZh B A > 2 U > 2y WME S
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V. BEICEd BHIEE

FER s
(mo%)

EIVEH

BIERFBBESG K OEREERIZUTOLEBY Thol,

- BT A FEGHHRE : 19.7% Q3/11741) IR, £ OIXEM3.4% AH1) ., BErk, R+
FmEREG . (RMEHES2.6% GfFl) Th-o7z,

co-7 vy F—RBIERMARE  12.4% (13/10561) 1278, £ b0 BIREE2%U LD b D)
RO BN oT=, RPR2I 7 s a7 U BN, BERBE1.9% QF)) 128D b,

cFT U P UEGARE  21.1% (209561) IR, E b OIIC— ISR AEEMN4.2% (4%1) .
R, RPB2I 7 v a7 Y U, R AMEREGME, #IRE32% Bfl) Thol-, {Kif
PHEOBIEARBEIA T, 2.1% QFI/95H) Th-oT-,

- DPP-4[HESRGEARE - 18.9% QUI114]) 1ZB®, ER LRI/ ua s/ a7 L HN5.4% (6
B, RFET T I UBEM3.6% (461 R A MEREYE2.7% G#I) Th o7, (RMHEEOEITE
HARBEIAZ. 09% (1F1/1115]) TH-oT-,

WA R Y U IMEESEGEHEE ¢ 25.4% (15/59%1) 12RO, Ele b DX kAN
8.5% (5BI). MEmrde. i r b ARBEME, $EIRE3.4% QF1) Th oz, MRIAEEORIVER %
BEIGIX, 1.7% (161/5961) TH-o7-,

- KESOFWERMNRECh o708, 0-7 b a i X —PHERFHABICB N CEERBIER & L
TRAMDHEEEIFIED b, EFEGEICHEWREEIEDN AT 2BMIERO bizn-o
7

cWDWTHOROMER TR EOFRICBWTH, A7) 7Y Smg~OBEER & OFEHE &
BT, TEFHI248E DRI RSB L 7o RE IS BLEIA IC B e 22138 D bR hr o 72,

(6) BHE - WEAIEER

1) BHEEEF 528 BRFAEEENRE LE-RUKRSRER (TS071-03-4) 1920

H ]

B RERE E A 5 2R IR R E AR R IC LB A 7Y T u D B SEBERE L B O A i R
B E a5,

e S

e L AR L 77 B AR IR CE S RGAR QEATREM k)

*f %

HAR R DR REAERS S (eGFRAN30mL/min/1.73m2LA_E59mL/min/1.73m2AR) % £ 5 2UpE FRyps HR g 1454

& 7 B gk AL UE

IRIEHIBAIA4 I T (B2 IBAAARE) K ORMRTOHbALe (JDSfE) 7236.5%LL £10.0%LL N (NGSP
e LT69%LL E10.5%LLFIZAY) 2>2F O OEEIEA £1.0%LLIHN

- TR B AR4ERT (BLEHIBRAARIE) K OB AT OHEF R ERATEE & (eGFR) (mL/min/1.73m?) 73
3084 FSOLL TR

- —EORFRIE TR A4E T (BB O8MMILL ERIA O FEME L T\ 5

< VRIRWIBA AR RT (BIERWIBHIARE) OSEMILL LRI S Y RIGE T —EME - HEoRND
MR FHA 1R S L<IRAMER LT3

& 7 B A v

< QRIS OBEIRIGERE (PBERISEE . VRSO DSN O REE ORFF - RIBIZ K 5 2 & BT
SN TV DBERPTBE . IEIRIERIR )

s Ty rasm—fEERE, BEEBREORMEREL R T OH

cEEOEAREMEBRELETOE (REYHAGER BIEHBAR) R O2RER DMWY
VT X U H33.0mg/dLEL T D)

TRRHIRPICBITIC L DRWABE L EZ b DHE . b L < ITBIEHBHEREOmE1FELINICE
Bric k 2ipmaesid %

- BRI, BRBEOMAEAET O

o PRIGIRGIE ST AR YE 2 S5 0F L TV D

- PERRRIVERERE, AINZAERIEIC Z D . O RPEREEELF L TV DHE

T AR F AL DR ELEL T H2AMESI L TWDE

- BIEHIBAARTS A I LANIC A A U A GLP- IS B RMFERIEEIC L DipR 21T > T\ e

- BIEHIA IO O e TR O NE - IR AT LE

- BIEHIE PSR EFOSUIFRIEDO HEDOET, b LT RBMUIERE L2 L L L

- IRBRBRAARFIZCERIER S R, BIBREAT a4 Rl (RE~OEBERNEEZ LN, W
AL migh, RIBFEORPFTGZR<) TR DWEHEET> TS, b LUIIRBRBIHhICIER %
D AL 3
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V. BEICEd BHIEE

RO OS5Ik

N AT T a Y 2.5mg LT T R &1 BRI ARNICS 2R 0595,

TR T (B 5-BRAGRE~ TR HI2418) -
CEERTICTAEA Y 72 5mg i T SR E ST S,

TR (R HI24~TRHI5218)

FEMTTAEF Y 702 25mega 515,

7L, BEEHER LmGaE, TREM4ELRICA A7) T e P SmgD Al &
B, o, BEBICEREMICRIEN S B &OHIE LB A3 5mg~ DA T & 9508, FERIT
RArE$2%,

<4 B FLYE>

(1) R4 T, LFOREEEZ NN bR TIHE. Ve 7 ) 7a Y Smg~Di &
ER L35,
a) TBIEWI6E M ONEEHI200 CHIZE L7-HbAlec (NGSPE) 7238 L CT7.4%LL L4
b) JRERFEALEA SRR S IER 2N & L C O ZaMEICRIEN 72 &l L7354

(2) 1RFEI28 M HIRFE 40 I W TLL T OEHEZ T b L, 2O 40 £ TloR
FSmg~DOHEEN A HER G AL, WEE L Lz,
a) TR 24308 LAE O FLE S i (2 U 7= ZE i s B 23240me/dL & B 2 7= 354, H D\

TRTEBREAL AT SUTTABR R ERT MK L 0 M3E &Rl L7254

b) JRERFEALEAN SUXIRER S HIER 2N & L C O ZaMEICRIEN 72 &l L7354

ARk (D)

RERT YA v
Bzm — WA 1 T BRI 1T
(43 [H]) (2431 []) (283 i)

N
& 1

Mty yIey v/
ety yany”y
B

TSR/

W
i ;; o 2. 5mg (n=20)

R 554k WERO HEO BT
: : T .
~43 ol 16 200 248 523

FF Al H M T HEFRRONE K OFBUHE
PE : HbAle, ZEMERFMBER, 277V 27 V7 I (KE, ZERA 2 Y > MPCPR, A >~
47 hFraA A, HOMA-R, HOMA-B
GLES At | 1) ZiaRiiRE (R5FmE~52:E88)

NEA T Y T7rYr25mg (Smg~DOHREETe) 52 L LI BRE I oW T, 1REIS2HE
W28 2 G MER ) b OHbAle (NGSPE) ZE b &1 —0.30% ., 228 WE i 55 6 25 fb & 1%
— 14.1mg/dL, KEAEIT—2.01kgTHY . WINHABIK T Lz, F72. HbAlciIIAHH2
H AR T L IBFIA2E D 5 1638 & ONARHA28E 7> © 523 & TR G-BtANE & i L CHERIKT
BERD BT,
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AERICEY HIEE

(mo%)

Ak
(Do)

TP TIRRIC B 2 B G- BRAAREA & D Ak Y

SEAEE H e 5-BRhh FeLai b OZALE CHEE)
e n T AR HEAE i pfiE®
. —0.30
HbAlc (NGSPfH) (%) 95 7.720.68 (—04,—02] <0.001
ZEfE R fBEE (mg/dL) 95 140.4430.2 [__1;4'_19] <0.001
—2.01
hE (kg) 95 66.90+13.60 [—2.5.—1.5] <0.001

[ 1: WHRI95%(EHE X [#]

a) EAF T Y T a T Smg DR E AT

b) UEAURE (vs. £ 5-BRAR)

P BHLE D5 OHbAle (NGSPfE) 2k &R

—@— Lt AV TuY 2. 5ng (n=95)

(%)

0.5
HbAle 0 ‘ T
0.5
-0 T T T T T T T T T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 (i)
FEATRE
P E + EE YRR

a) LAY 7u Y Smg~DWEH &

2) ZEE®RE (&5 ~24588)
TBITLT T EREEL DFET, HbAle (NGSPE) 3—0.19%.,
ZE RIS A3 —7.8mg/dL, REN —128kg TH Y, WInbreA 7 ) 7ol HTT 78R

THEHERK T (BEH24R) |

I LAEBERE TSRO 6T,

‘ Hrno | .
B o | gy | KB oy oe | i
A o=
HbAlc (NGSPIE) (%)
. 7.69 0.09
TR _ _
7 7R >0 +£0.65 [—0.1,0.3]
\ \ 772 —0.11 —0.19
Ve AT Y T, 041
VA7) TE Y 25mg | 95 +0.68 [—0.2,0.0] [—0.4,0.0] 0.0
Ze R Mg (mg/dL)
\ 141.7 0.5
IR - _
7 7R 30 +26.7 [—5.6]
\ \ 140.4 —6.7 —738
LEA T Y T, :
N F 7Y T7r Y 2.5mg | 95 302 [—12.—1] [—15.—1] 0.028
RE (kg)
. 67.77 —0.02
77 R R [—0.4,0.4]
, ‘ 66.90 129 128
L 3 S <0.
ATV TRE2Img | 95 |36 [-17.-09] | [~19.-07 | %%

B G- BHAAI « R fE AR e (R 2

BHHINODEE, TTEREDE RN RVIE [

] : W95 % E HE X M

a) HbAlck OGRS MBE I T 5 G- BlARIr O 2 A i & L7z L0y Bt (R II2EEAURE (vs. 77 7 &)
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AERICEY HIEE

(6)

FER
(mo%)

LAt

RIEA

2458 M 5 Ot R RIMEEORBIERRBREIS T, VA7) 7a P U B E5RET3.2% GH19561) .
77 v R EERET0% (061/506)) Thotz, A7 U 7P 25mg (Smg~DHEEETe) %
S ARG UT- BB 1B B RIEA R ELEIA1325.3% (24/9561) TH Y. F O E2EIWEMIX(HE
FA5.3% (5H1) . BEIR4.2% (4]) . IRIMAERE4.2% (401) . BERES. W2 7 u a7y 8,
M7 B AR, EZER2.1% QF1) Thotz, FHEEORIERIZMENRD S, NaRITE
Fh, REBIRYL, Rz s a7 U U, C-RUSHEE AL OBEROEZ 1B Th -1, @
ORWERIF2BNCEE D B AL, RIS ZE2051, i IRIFHEIUE & OYF RO K161 T o 7=, FEELIRGH
R DOFEIREN A 13 5-BAAEIE ~ 1SR 1238 . 12~2438 . 24~361. 36IB TENEN17.9% (1741) .
2.1% QF)., 53% (1), 42% @AF) THH ., BEHHEGITHENEBREE N LA 28 RIEER D
LR T,

T, ZEHEMRY (B5BRMGRE~240F) ([CBI ARIERBBEEIAIX, VEA 7Y 7m0 25mg
PBEEETI8.9% (18/95(5]) . 7T EAREETL0.0% (5/506]) Th v, ZIFRD NI oT=,
WEMROLZEMIZHONT, IBEHTT (EED24~52) (2B 1T 2EWEHREREESIL. vieA4 7Y
7 a3 Smg~ DR T45% (2/4441) . FEHEERFIT17.8% (8/4561) THY ., HEOHFMIZLY
FELEIGICBHE 22T O b o T,

BRI
HRARBERAE (—REARERE. BEEARGRAE. EANELERE) | BEREERT—2~—X
HE. HARSERERTIBRONE

BEIRFE% BB & LT, DL F o028 52ffi L=,

a) 4 VR UHEEQHAERZERER (TS071-04-2) 2022

H

9

A7) TuTr e oA R EOFRENBS (S2B) L BRo @ e R O M 2 R
T2,

BT A v

<IERHI T 16 [H>
ik L RIEMEA L7 T B R IR S W kB (EATRER i)
<IERHI - 361 [H>
Z i AR E R

*f

%

BEPRE - BEPRIEL O R ) UFRIERIC TS o v b m— LSR5 72 2R PRI FRE 233451
OvteA 70 7ma v 2.5meht : 15961, 77 2 REE : 7441)

R B G L

- —TEORBEFIE IR tA4GET (BEZBRAMANE) O8EMLL LRl [RAHERE O M T3 %
Ay a7 U NTAGA, REMBMRI2ER (V4 v =T v NABRMERE) DIET] 255 L
TWBHHE

- JREWIBA AR IR AT (BIEIBAMANY) OSEMLLLRT (AR D R T2 T+ v 2T v MY
%A IBRMBMGI2ERT (U4 > a7 v MIBAARE DIET] 225, 1A &G E&8HAILL F40H
MU T T—ERE - HEDOA R VBHIEZEH L TWAH

C AINAEGR D IMERE THRE U 4 v v 27 U VT 584, I1BRMBAI12EA (V4 >y =27 v N
15IE) OHbAlc (NGSPAE) 739.0%LL T D

IR HABI A4 RT (BIESBALARE) K ORERTOHbAle (NGSPE) #37.5%LL E10.5%LL F 2% D
M DZEEIFE S +1.0% LN D

T e bR AL A v

< QRIS OBEGRIE (1BIREGRIE, 2SN OB E OB « JREBIC X DHERIE. ITRNER) 2 A0 2%
- B, BBEOMEEETOE

- B e ER BIRREAT A K, GEMSIRISEO®RE) 2 EETHREREAEITLE
- RS REYE X T AT E = AL T o 8

© PRERIRIMEBEE, BISZARIERAESIC L V. O RHEREEEZAE L TV D E

- VR HAB A4 R (BIESBRLARE) ORSHEMUN [RARR O MR THRE U+ v a7 v MY
%A IBERMIBIAAI128RT (VA4 > a7 v MIBIAEE) DIRE] 124 R Y CFILIAN O BRI
BRI X DR EZ T T-%

- B R AMBERTRE Y 4 v a7 U MFA8A. Ur v a7 v MR OBIES)
A A Y VAN R - EEEE, Bz A v AU VEIZBINUIA A Y 3 A28
L&

- IRERWIBR A4 A AT (BIEZRWIBAAARE) M ORMAANICHIE L 7= HEFRER(ATEIEE (eGFR) 2% LT
45mL/min/1.73m? (NEUSEINZTIEEHA) RKisoH
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V. BEICEd BHIEE

OB Uxva7 v MO GEM) . B GER) ROSRESMTIE—EHE - HEOA R Y v
UK 2 ke T 5,
TRIEM T (B G- BRARRE~ 1R 161) -
THERTICTOLEAZ Y 7P 25mg it T AR A 1B IEFERRNICR O &S 15,
R (FRR16~521) -
B T THRIC, EERTICTLEAZ Y 7aor25mga | HIERIATNCR AR ST 5, 7=
77 L. HbAlc (NGSPfH) 23HIEELWE (EIESI243 7> 5363235 1F 5 Kz DHbAle (NGSPH)
=74%) il L, HORZEMICHEEN 2 WA X, REIRBERFIZSmg~ O &L A &35, 72
B, WEREOZEMEICHENH 2 & W L2581, 25mg DO ELZ T &4 2528, B EIER
"l ET D,
Irvia _ . .
BERE| —EERARES I FERARE T
(AR 1) (16R0) gene
Lexsyonsy/
Ledsyonsy !
+ 1
A VR Y S :
BERRE
TS5 uA/
(% & Rl = !
4 !
4R L HE !
R . _AVAYRA AR
T I X X X
LA i OB 1 BEKT
B o 160 243 283 323 363 403 523
oM EH OB M BAEES - BERONE KOG ELE
HEFEGLRBRIE L OREEERE THONCEEDY | 20 b 0 | TBERNE BN
Z7e\u] TBRE 7 L) TRIERE] ) o5SHETHEL, TR L) DSAobDERIERE L
7
H4HWE - HbAle, M¥EME, 7V a7 L7 v, (K&, EEM, b3y, ffCPR
RS e | 1) £RESRE (X5 RRE~52EF)
NEF 7Y T7r Y 25mg Smg~OMREEZETe) Z52MFEE LIogBRE IC oW\ T, RS2
BT 5 B 5-BRAARE 5 OHbAle (NGSPfE) b fiE —1.00+0.84%, ZEEHE MHEZA L Bix —35.1
+36.6mg/dL, AEZLEIT—1.81£229%eTHY, WFRLAZIIET L7 (528 : p<0.001,
VEAE), F7-. HbAlc (NGSPfH). ZERGHFIMBHE L OMAEO WG JRFEDI2IE L v 5.5
hAEG & el L CH BRI T /B 23380 S, 52l E TR LT,
TREWS2RIC I D B A DRI TE B O L& (FAS) @
BHH1 6O E
. i
ST B Bseis (F1)
n S+ R VE(R A HeEEE pfE?
HbAlc (NGSPf#) —1.00
%) 159 8.70+0.83 [—1.1.—09] <0.001
2 i PR 1 AP —35.1
(mg/dL) 159 165.7+40.2 [—41.—29] <0.001
(NS —1.81
(kg) 159 68.10+11.32 [—22.—1.4] <0.001
[ 1: WiI95%1E X
a) LAY TrYr0RER  2.5mg (Smg~DHEEH] & 5Te)
b) VEAURE (vs &% 5-BI4AEF)
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AERICEY HIEE

EEP S
(Do)

Bk
(Do)

P 5. BREEE D 5 OHbAle (NGSPIE) OZE LEOH (FAS) 2
(%)
0.5
0 T 4
HbAlc
1t
= 1t )
1.5}
-2

024 8 12 16 20 24 28 32 36 40 44 48 52 fATHF
AT (GE)

REAMERERE GE)| 0 2 4 8 12 | 16 | 20 | 24 | 28 | 32 | 36 | 40 | 44 | 48 | 52 [#&THF

n 159 | 159 | 157 | 157 | 156 | 156 | 156 | 154 | 154 | 149 | 147 | 147 | 144 | 147 | 143 159
S AR
a) VA7V T7ua P Ofk5E  2.5mg (Smg~DHEERFIEETe)

2) —_E5%E (G5B~ 161E8)

TREHN6IRIZ 31T DB GBIHRIR D DB EITHOWT, i A 7Y 7ud25mghis 75 R L
D7 EHEEM (95%EEXM) ] 13, HbAle (NGSPff) 73—1.07 (—13~—0.9) %. ZZigms i
78 —404 (—48~—33) mg/dL, (KEN—130 (—1.7~—09) kgTHV., WFhblvt s 7ay
VEECT TR AREICH LA BERIR TR O -, £7-. HbAlc (NGSPH) . ZEfEMF Mk E & OMAE
DOWTRY, IBEERE L O 7T REE L bl L CAEERE T B850 b, 166 £ TR L 7=,

IRRBI6H 2381 D LA A AMERHIEI B O %L (FAS)

. BEHRINDL O 7R
(SYE ‘é‘a)
B HHE n B 5-BHAARE IV B Yo pfE
HbAlc (NGSP{H) (%)
. 0.29
* 5 R 8470, — —
7R 74 8.84+0.83 [0.1.05]
Y e /A Rl = RS —0.77 —1.07
+0. <0.
2.5mg 159 870083 [—0.9,—0.6] [—1.3,—0.9] 0.001
ZZRERE BEAE (mg/dL)
. 34
* 5 R 9442, — —
7R 74 172.9+42.2 (—5.12]
N F TV TaTs —35.1 —40.4
+40. <0.
2 5mg 159 | 165.7+£40.2 [—41,—30] [—48.—33] 0.001
RE (kg)
b e 0.00
R 4 13+x12.1 — —
7 Z &R 7 69.13 6 [—04,04]
NeF TV T —1.30 —1.30
+
2.5mg 159 | 68.10+11.32 [—15.—1.1] (=17, —09] <0.001

B G-BRARI : S = AR 22
BERINOOE(LE, IR L O£ RN TRTIME [ ] WI95%(E HH K
a) HbAlck OGRS IBE T 5-BARIs O 2 S48 i & L 72 L0 B dr . (REISEEAURE (vs. 77 7 &)

Fio, REM 1 (CEERE) K TSR 28 5ERE D 02 b & LRHEEE (95%EHEXM) ]
IZOWT, HbAle (NGSPH) 13t 27 ) 7m0 25mghtT—0.74 (—0.9~—0.6) %, 7T &R
BET0.39 (0.2~0.6) %THV ., FOFEFT—1.18 (—1.4~—1.0) % Th o7z, ZZMERFMEHEIT L&A
7Y 7uP25mghET—33.0 (—39~—27) mg/dL, 7S EAREETSS (—3~14) mg/dLTH Y |
FDFEFT—424 (—51~—34) mgdLCTH -7z, KEIINVEAZ Y 7P 25mghtT—1.32 (—1.6
~—1.1) kg, 7T ERBET—0.05 (—04~03) kgTH VY, FDFEIT—127 (—1.7~—0.8) kgTh >
7o WINHILEA T 7a P U BT TR LAERIK TRED Lz,
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AERICEY HIEE

/(xn % ﬁ/ﬂé‘lﬁ
(22%)

mI{EA

VR O EVEMAT S RERICIT, PLETIIEENI CAt 427 ) 7u P 2 b 8N7-64
Bl T, LLETITREN L Tt 427 ) 7a 00 285 SN 1596~ TE28M L= (83223
B,

LAV R RT3 2 BIVEH O R BB S 1343.0% (96631/2231) Tdh-o7-, 1%L EoWERE
WCREBLU-FIERNIL, KIHE26.5% (59611/22341) . #EIR9.4% (2161/223%1) . D¥84.5% (1041/223
W), (HER2.7% (6451/2234%1) . SMEERIE A > ¥ FHiE2.2% (5H11/223%1) . EES1.8% (4f51/22341) . IR
PRIERYL1.8% (451/22345) . M4 ko AARBENN1.8% (4451/22345)) Je OV & b o fLfEL.3% (3441/22344)
T o T, BIVER ORBEIRIRI OFEBEE1X, 1238 LAFT2323.8% (5341) | 1238 L 0 #4243 LLRTA312.6%
(28%51) . 2438 LV #2363l LARiAT.6% (1761]), 3618 & W #%:537.2% (166]) Th o7z,

ZEERM (B5FARE~ 168 1B T 2EWERRERIGIE. VAT 7 e Y2 5mefk 5
T26.4% (4261/15961) . 77 B ARBET16.2% (1261/74%1) Thotz, Z0 55, IRIMFEEDFITLE]
AlE, VA7 Y 7Y 2 5mgR 5 HET18.9% BOBI/159%) . 7T BAREET10.8% (861 (KiAE7
B, EE B /7461] ThoTz,

NEA 7Y T7r T 25mg Smg~OMEEETe) Z52HMEE LI giE B0 5 RIER R
H1E47.2% (T561/15961) TH Y. Z D 5 BARMIHE O RIEHZFEREIE1329.6% (4761/15941]) Th -
77
HEIFOREMIZHONT, RO GaMEH16~523) 2B A2FRIERRRENEGIE. Vet s Y 7
1 S5mg O IE ] T20.7% (2861/13561) , FEHE &5 T20.0% (1561/7561) Th o7,

AR THLEHNIRD S odz, EERAIERE LT, BEEVRERE, 22K, Mg
MER (BHPIh), e, BOBENEER (REHiE), M EERLIFICRO b, EE
REIER DS CHRE R IRICE > RIWERIE, RIEE2261, ik, AR EIBICTH -7,

b) GLP-1ZBFEFHELDHARNIRSHEE (TS071-04-3) 224

H 5]

A7) TP 2 GLP- I A REEE & OF RS (S28[H) L7cBRo etk A%
MR 5,

BT YA

2 it 2L R E MR

*f %

AR EBRIE K OGLP-132 AR B O BRI TIbE = > b & — b D3R A-53 72 27 R
BAET6H

I 7R B G AL v

- —EORBFIE A IR AAE AT (BZIBRALAINE) O8EMLL ERl [FEHERE O M T3 %
Ux v aT v NTOEE IRERMBIEI2ER (Tx v o T v NUIBRMAE) LIET] 5 %M L
TWbE

- JREWIBAAA4IR R (BIEIBAAAR) OSEMLLERT (AR D MR THE2 T+ v 2T v b
L8E . BFEMBMRI2ERT (V4 v =27 v MIBAR) LT 225, ARAEOFHBENT—E
Ak - AEOGLP-1ZFEFHEE (V7 7 VF R) AL TWLE

BB O IMAERE: T E v+ v v 27 v M 25E, IREMNBG1R2ER (TV+ v a7 v M
15IF) OHbAlc (NGSPfE) 739.0%LL F D

- IRIEWIB AR T (BIEHIBAENE) K OU2EBTOHbALe (NGSPE) 737.5%LL E10.5%LL F>2% D
M DZEEhIE S +1.0% LN D F

E T b A O e

< QRIS ORERSE (IBIBERIR ., 2RI LIS DR E O - FRIBIC X DHERIE. IEIRMERR) 2 &0k
ERAED

- B, BBEOMEEETLE

- FER7ZRIEE RIBREAT 0 A R, SEifliFEoRE) 20 L3 2BRBE A0 58

o PRIERYUE T Bl as e 2 S0 L TV A3

 FRREIRPERERE, RIS ARIESIEZIC LY . O RPERBEEEZ AL TN

- JRREIBR AR T (BIEHBALARE) ORISHMLIA [RARR O MAEE THRE VA v a7 v N
%A, IRRMIRBI2EN (U4 > a7 v MIBER) L] ICGLP- 12 B EET LIS O bl
RIFRIRIFIRIZ LD IRR e T8

B RAER D MERSE THRE U+ v 2T U bTAGAE. Uy v a T U MR OB
FICGLP-1Z A REER D YL - ABE2EF L1-#F

- IREEWIBR A4 T (BIZZIIBALERE) K OB ATICE L 7 HERDRER (KR 7 (eGFR) 23w LT
45mL/min/1.73m? UNEUSEI 2P HA) Ko
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V. BEICEd BHIEE

Vs A Ay a7 v N ERM) . BE M) ROVAEY (528R) ik—E Mk - AR OGLP-1
SZRBEENIE A MR D
NEeF Y Ta. Smgélﬂlﬁlﬁﬂﬁﬁﬁ (SRR N4 %, =77 L., HbAlc (NGSPfH) 73t
B (BEHR4E ) 536231 5 kiR OHbAle (NGSPIH) =7.4%) Zifi7- L. 7 oZek
F‘ﬂ%zxm\iﬂ/\i WIERBERFIZSmg~ DO EZF &5, 728, HBEHROLEMICEERD D
HIJU?W_ AL, 2.5meg~DOEE A LT 508, HEEIIRT LT 5,
Drvia .
= BB
7orE | = i
smpy  |GER (52;8R9)
LeAxguonsy/ i i
LteAs)onoy M !
iy ! !
CLEES-T VS E !
BRI :
T D mows | BT
128 0 o 161 2418 2838 3238 3638 4018 523
PF oMl E H ettt BEFER - BIEHONE K OFBLEE
HEFR LRI L OREERE HOICEES Y | [Z253EH Y | TBERNE B0
7o) TR U TR oS THIEL, BhdEa L) AL OZRIER E Lz,
B - HbAle, mpE, 7V a7 7 v, (K&, EEME, 1AV, Zuh Iy mpc-2
7F K (CPR), A ¥ 7 hTuaA AV, HOMA-R, HOMA-B, A %7 T ua A v
242y (P b
RS HE | veA 7Y 7a P 25mg Smg~OH &5 &) Z52E#E G LI-gERE 12OV T, REHIS2HE

IR B E GG S OHbAle (NGSPAE) 28 b f1E —0.680.75%, 22 B5 RF i 5 28 1k f i
— 32.1+28.4mg/dL (KB L EIZ—2.71£187kgTH YV . WTNHHEEITIE T L7 (5218 :p<0.001,
UEARURTE), F£7-. HbAle (NGSPMH). ZEMERFMAFER CMEEDO VT b, 1G22 L %551
b & e U CHEBRIKRT /BB b, 52 E TRt LT,

TRFEIS2IE IS B 1) D A RERFMIE B 2L R (FAS) @

HiD> Y=,
i 15 B BHHINLOELE
- (CF¥E)
AEAmTE H
n iy Her pit
T e (R 7
HbAlc (NGSPfH) —0.68
%) 76 8.52+1.08 [—09,—0.5] <0.001
25 6 IR o —32.1
(m/dL) 76 183.7+35.9 [—39.—25] <0.001
RE —2.71
(ke) 76 70.93+16.40 [—32.-22] <0.001

[ 1: WRI95%13 #E X [
a) VA7V T7r Y OS5 E  2.5mg (Smg~DHEEFIEETe)
b) EARURE (vs. g% 5-BAAEE)
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V. BEICEEd 5I18H
ol o BN P B BAG > 5 OHbAle (NGSPfE) DZE L EOHER (FAS) @
(22F) [ (03%)
()
0.4
02}
0l
-02
0.4t
HbAlc ¢ | P
/zjé \' ) [ ]
£ 08¢
& a1l
12+
14t
-1.6 }
-1.8
0 4 8 12 16 20 24 28 32 36 40 44 48 52 H&THF
SEAMIEY ()
Eﬂéﬁ\ﬁﬁﬁﬂ 0 2 4 8 12 16 20 24 28 32 36 40 44 48 52 | $&THE
()
n 76 76 75 75 75 71 71 70 70 69 69 67 65 62 62 76
A + AR 7
a) LEAZ Y TR 2.5mg (Smg~DHEEF & Eir)
et | BIEA
BIVEH O BEIA1327.6% QUEIT6NH) THY . Z D 5 HARIMPEE O BIVEH R ELEI56136.6% [54]
(4], 4 PR ABELE) /76611 Toh o7, 2%LL EOWBRF IZIE L= BIER L, SR
9.2% (7H1/76f) . IKIMKES.3% (@H1/764) . M183.9% GFI/T6HF) . IMEErE D v ¥ #iE2.6% (24
1766) Th o7z, BIWEAORBLEENRORBE A1, 12BLIAT2317.1% (1341) . 1258 Xk 0 $24:8
DAR R U4 L 0 143638 LART23456.6% (5H) . 361 X 0 #%7252.6% (fF) Th -7,
HEREOZEMEIZOWT, MEBATREREE Q8) LIBRICR 2RWERAREEIA X, V47 7
7 Smg ORI T22.5% (9F1/40%1) . FEHEEBIT33.3% (1261366)) TH-7,
AR CTHEHNIIRD SN hoT-, EEARBEHE LT, SMHEOHFEEROMBFE (WTFhd
Be5 k) M IBNCERD BTz, EEZRBIER LS TR E P IEICE > ZRIERIL. BB R 1IFITH -
7=,
2) REHELTERFTEODABXIIERL-AE - ABOHME
FE L
(7) i
mMER e L

47




VI. EMERICEEI HIEE

1. REZPHICEEHSHLENXITLEYEH
SGLT2BHEH
R B0 b L BMOE - DREL BHORNTELBMT 52 L,

2. ZEIEER
(1) 1EREML - ERA#E
B O AR E BT A a—20FRINEZH S+ N U v A-F L a— 23k A2 (sodium-glucose

cotransporter 2 ; SGLT2) OiEM:ZBRE L, MA OEE 72 7 /v a— 2 & RPICHEEST 2 2 & TIIEE 2K T =&
%29.26)

NEF T 7 a Y OV

C N o)
L | @vEeFTUTOYVICES
+ 72— B RIS
4
5 i
)
7
0
4
4
%
=
FRIEHE R
120
k - J - J

(2) EZZETLHHBRAE

1) SGLT2[AEHA

Dt ~SGLTFELANGIZ 31T 5 SGLTRREE  (in vitro) 2™
t FSGLT2XIESGLT1 % %2 EF Bl S & 72CHO-KIfifd (F % A =— AL 2 7 —PNEHRMIKIER) . & k
SGLT5, SMIT1 X |ISMIT2 %2 — i@ & 7-COS-7/ifa (77 U B I R U VB Skfiaks) 21t
F7VT7aPrERNL, ENENEETHD [MCl a-AF 7/ a—A (SGLT2K USGLTL), ['*C] D-
7)o h—A (SGLTS) X% [*H] myo-A / 3 b—/L (SMIT1} (XSMIT2) OHfEN~DF kU o7 LKLY
R SAHTEEICSK T 5 50%BFEIRE (ICofi) ZHH L7, 7, B FSGLT3ZLER B & ¥ 7-HEK293
i (e SRR SEARER) A4 7 ) 7a P BIRIML, Ny F oI ARV I Y b=
B MY U LRI TSR EFEH L, ZORR, LA 7Y 7 e Y OSGLTUIX T £ SGLT2~D
BRI 1283f%50 < . SGLT2 2 INMICILET 5 2 LR &z,

b FSGLT K& OSMITFEHAAL I 31T 2 4 i
myo-A /3 b= )VIRVATEIEIIK D047 ) 70 0 OREREM

HTHAT ICsofl (nmol/L)
SGLT2 226 [1.483.43]
SGLT1 2900 [2490,3390]
SGLTS 1310  [933,1830]
SMIT1 23300 [13600,39800]
SMIT2 584 [492,694]
AFOFBRMN RO DNTFFEFY [ ] B95%E X
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VI. EEBICEHT 5IEH

bt RSGLT3FEBLMAIZI T 57 b U ¥ AERICKTT 5
A7 7 OEERH
il (%)
10umol/L 100pmol/L
SGLT3 4.5+8.0 473+11.8
SEEIE S IEHERE (n=8)

YTHALT

@t FSGLT2{E T )T 2 ERX L OBEEEEL (in vitro) 303D
t hSGLT2% ZERHL S ¥ 7=CHO-KIFEIZ, VA7) 7ayr2iRinL, FETHD [Cl a-AF VT
Jba—Z (1~16mmol/L) DN ~OE Y IAIIEEZ T L= 2 A, VvEeA 7Y 78 P U ISGLT2A 4
L7zF U O AMEEFERZ NV a— AW IABR IR E T3 Z LB HEE Sz, 72, FORETEH (Ki)
[WRI95%(E#E X ] 131.10 [1.01,1.18] nmol/LTdh - 7=,

2) FR¥EHEMIER

DOE—Z7NVRIZBIT DB TO 7 v 2 — 2 R IUR 6 5 1ER
B — 27 VR (T~8% A, KEE6H) OFRIRNICKI2IRER O R T CA0WN% 7V a— Ak S Tedig ) v
TR e FgeE AN U TR s IR 3V 4 7Y 7 1 ¥ 0 % 150pg/kg/h f 1500ug/kg/h TR 5 L 7=,
B 5-BRLE1£3053 O 7V 2 — A FIRIAR S (TmG) KT 31344.06% M (R68.28% Th V) | BRI EEICKT LA
BT3RO 6T,

BT ©— 7 A RICBET TGS T 50847 ) 7 0 2w OFER]

i NEF T 7P (ng/ke/h)
(%) Xt 150 500
‘ —
o 20 +
#
s
T 40
& I
*okok
60
50 | ok

BRI Fries 1 5-BRIE14304> D TmGIK TSR O SRl + A= HERSE  (n=6)

#xk 0 p<0.001 (M IEREIZ %3 % Dunnett % 5 b M i)

TmG (mg/min) =2 /L =1— 2 KERKSEE (mg/min) — JRBEHEH R (mg/min)
TmGIE TR (%) : [1—A/B] X100

A - B E B 5B #304Y OTmG  (mg/min)

B : YR E R HRTOTMG (mg/min)

@db/db~ 7 A2 F T B REEHERE R
AE G 25 RIS E 7 /L Cdo S HEMEdb/db~ 7 A (THEf, ARE126) 12, FEMEE T ClE It F ) 7
& LT0.1mgkg, 0.3mgkg, 1mg/kglk UBmg/kgs HRIFE N # G L, £ 5-%8KFH F T RIFPEM &2 K
Wiz, TORER, VA7) 7 a Y I HBEERE R R 2 80 S, Img/kg & O3mg/kght CTiiE
RERRBELS R LA BRI iz,
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VI. EEBICEHT 5IEH

db/db~ 7 Z\ZBT B REEPHILC T AL AT ) T a Y OfER

\ o PRPEBEI R (mg)

Bel5 e Bl (mgkg) e
973 BE 5 R — 227.64 =+ 27.65%

0.1 24390 + 37.73

. . 0.3 27422 + 3213

5 . .

ATV TR 40453 + 48177
3 407.83 + 33.56"

TE kR — 0.03 =+ 0.01

P AEERE (n=12)
### - p<0.001 (IET S HREEIZ b3 2 — Jehid i 43 o3 4r)
o p<0.01 (BT HRBEIC K% Skl i Dunnettl o £ f LB R )

@ Zucker fatty 7 » MZI31F 1% O A 74 O JRFEYRIAE R
ikt AE S 5 AR € 7 /L C db 2 [EMEZucker fatty 7 > b (100, AHE8H) 12, AI17RERHIM R T T 3L
A7) 7arE LT0.Imgke, 0.3mgkg, Imgkghk UBmg/kgs HEFRO#K G L1z, 300%IC 7 /La—2A
Wil (2g/5mL/kg) /R O#FG5 L, VA7) 7 oo B %240 & CORBEEIE 2RO 72, T DOREE,
N A7) 7w DT BERAFRTHRE ORE AR O JRIEDRE B A BN S | 0.3mg/kg LA DR T RE HREE
W2 LA R BT bz,

Zucker fatty 7 v MZI51F 2 #8 FUBEE T 2 0O BRI 6%
N7 Tav s OrER

(mg/24h)

7 -

skeksk

(EnRESEER] &
o~

> T
2-
-
1-
0
JAte 0.1 0.3 1 3
popic]

N4 7Y 7uP (ng/ke)
BB B 516 240 F R O JRIEJEIE R (mg/24h) @ B D T E R E  (n=8)
Rk n<(0.001/4  (FEREXTBREEIZ G2 WelchDti iE ., Bonferroni D F%K)
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ENEEICEHTHEEB

Zucker fatty 7 » MZEBIT B4 7 U 7a v BLIC
T VB E T 1 O SR BB B

. BEE JRBEHEIE (mg)
ik (mg/kg) 0-8h 8-24h 0-24h
J73 HE Skt R — 5.14+3.28 0.93+0.30 6.07+3.58
0.1 23.89+11.21 3.76+2.54 27.65+10.88
. . 0.3 65.79+10.54 12.75+7.87 78.53+11.55
. .
NeATITRTY 1 104.19+12.15 7524+ 14.90 179,44+ 1527
3 2242542634 187.31£18.64 411.56%+29.10
TE 5k — 0.22+0.04 0.76 +0.06 0.98+0.08
SR E S EHERRE (n=8)
@O — 7 RIZB T DB 0 EARTHR O R R
HEEE—Z K [10~12% A (R SUX7T~9% Al (F2BR2) . FEEOBISUT106] (2, K21 ofb

TCME, veA 7 ) 7 e LTC0.003mg/kg, 0.01mg/kg R 0N0.03mg/kg (32Br1) X iX0.1mg/kg, 0.3mg/kg

K QRMmg/kg (FBR2) ZHERROEL Lz, 1EERI%ZIC

T a— AR (2g/4mL/kg) ZREOEE L,
7N 7Y G424 £ TORBEENE 2R DT, TORER. VA7) 7 P U EREMICRA

BEE R O RBEERIE R A HN S8, 0.03mg/kgll ETHEZRBIINNED ST,
B — Z IV RITE T DR O FEE i O R BEFEIIC 35
NEA 7V 7a Y OEH
(ng/210) | Gl . RR2 |
124
L0 ook Hokok
Ln skeksk
o8
i
T skofok
?El[ﬂ: T
=N
—_ 4_
24 —
N O e s I
A 0.003 0.01 0.03 VA 0.1 0.3 1
pagiist v Pt N
V1% A Rl = B Y 2t 7 B =
(mg/kg) (mg/kg)
BRER BT Bt 514 24 OO FRIEHEME B (mg/24h) D B ARG E D) + AR (FEBR] : n=9
FEER2 - n=10)

oksk

: p<0.001 (ZNZI D EER T ORI FREEC K95 — Skl & Dunnett! 0> % 5 LLIGHR E)

FRBEDEHE R (mg)

> =
B HRE Beh-& (mgkg) 024k
TR R — 3.05 = 0.49
. 0.003 3.28 + 0.62
NEF T TrY 0.01 5.07 = 1.69
0.03 325.29 + 72.46
VA R — 7.64 + 1.95
— 0.1 5599.12 =+ 478.94
NEF T TrY 0.3 13287.10 = 691.19
1 20129.68 + 1870.83

PEE AR (S2BR]

n=9, FBR2 : n=10)
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VI. EEBICEHT 5IEH

®Goto-Kakizaki (GK) 7 v MZFF 5 EHIF: 5RO JRBEHEE RS
FENER2RBE RIS /L T DHEMEGK T » b (12~ 148815, KRB X106 ICEms a i, e 427U
7Yl LT0.002%, 0.006% M TN0.02% 5 TekE > 2 BER 2200 M 5 2. #I40H Z & (22485 o JRAEHEE &
RO, TORER, 0.006% K 0.02% 5 58 CIIiER AR IC Y L CHEICEEZ R L, w47 Y 7n

VUTEMEGIZEBN TS, FRRICREE A2 IS5 Z E BB BN E o T,
GKZ v hMZH RS 50427 ) 7a o OEH
R SRPEPEIE (mg)
B 5 %) &5 &5 &5 5 &5 5
B 4A AT 26F H 540 H 82H H 110F H 138 H
e 4.6 5.6 209.7 494.9 1517.3 1894.9
GloeRE o +0.7 +2.1 +104.8 +260.1 +605.8 +663.7*
0.002 3.9 717.8 953.0 1136.3 1862.3 1546.0
+0.3 +170.6 +214.0 +339.4 +558.0 +342.2
. 4.1 2410.8 3442.6 4129.1 5975.4 4652.0
VEATY TET ) 0.006 0.5 +171.9V +350.7) 344,10 +713.6" 4221
0.02 4.4 4295.9 5744.2 5552.6 6420.3 5032.0
+0.5 +144.7Y +274.17 +351.9V +408.8" +331.67
o 2.7 3.0 22 2.8 3.3 22
ERRIR +0.1 +0.1 +0.1 +0.1 +0.1 +0.1
SERE S EEUERRZE (e ok FREE, Wtﬁ7U7D9Mm%%ﬁ\Wtﬁ7U7D9y0m%ﬁ&UEﬁﬁ%ﬁ:Fw\

A7 7m T 0.002%5Hf :

#t : p<0.05 (Eﬁiﬂ@ﬁi
1) p<0.001 (JF&HE

O©fERERR AL

BERER AL (9%1)

153045%%) |

lZxt4 % Welch@t*ﬁﬂi)
12559 % WelchDthi i) .

BT 2 IRIEPEAE
WA T 2. 5meh ZEERE, BET (R FEBALARTS
(CHERR O &G Lz & & O1H RFEJEI IS, MR T, &80,

ThHY, FREFMETRRTD T,

D2RUPE PRI RGBT D IR
2RUHE PRI FBE & )R
EATZT BB RAER OB G U725

FEEHAE Y-
I, IR RLSBICTLEASZY 7Y 05mg, Img, 2.5mg X (XSmgZA 1 [ 1[E]5] A
HRBEDR & (R 5-120~241F ) 13&EG1H B X OTH BIZBWT,

TRTOHETT TR &I L THEZRBEMGEE
L D7) 132.5mg, SmgTIZIEREE TH 7=,

52

WO BTz, FHTHHIC

53 EA)

2) p<0.001 (JpFRExtFRAEIZ %9~ 2 Dunnettd> 2 & LLE R E)

Xix &% (BFH
1% TENEIN402g, 45.0g, 42.7g

B DHRAESEIER (77 &R




VI. EEBICEHT 5IEH

FAEHRGRF ORISR (5 5120~ 2457 [H])

EaEE i n | 1TRREESEIE () ToReREDE (g) pfiE®
7T R 8 28.0 — —
VA7) Tn :‘/‘“/O.Smg 7 74.4 46.4 [32.9,60.0] <0.001
1HH AT 7T Img 8 86.9 58.9[45.7,72.1] <0.001
AT 7uT2.5mg 8 120 91.7[78.1,105] <0.001
AT T7e T 5mg 8 129 101 [87.6,114] <0.001
7T iR 8 27.3 — —
Nt AT Tnr °/°‘/0.5mg 7 76.5 49.2 [27.9,70.5] <0.001
7HH % /A A= °/°‘/1mg 8 93.8 66.5[45.8,87.1] <0.001
AT Y 7 rY2.5mg 8 117 89.4[68.2,111] <0.001
Y % A Bl = B 1 8 129 101 [80.7,122] <0.001

AN ZFEEME [ ] 95 %EE X H
a) BERTAOIAREEEEZ LR L Lz
b) BHATHOEEZ LR L LS 8or (vs. 75 R)

3) MmHEETER

Ddb/db~ 7 A 21T B MLEHE F/EM®
AER2ABE PR £ 7 L T oo H HEMEdb/db~ 7 A (Tl s, ARG (IR T Ol It 27 7e oy
& L T0.1mg/kg, 0.3mg/kg, 1mg/kgMKk U3mg/kgz HEIRE M4 5.4 #RRFHICMEETR 70 22— AR EE 2 HIE L
oo TORER, VAT Y 78T 03mg/kgll EORETIIHGZECOICIEES 7L o — ARENKT L,
MAEAUC.sn 23R RERT FREE I3 LA BICIREZ R~ LT,

db/db~ 7 AT B IEHEE FIFEEIZST 08427 7 a v ofEH

—O— JpfiExt

—— LAY 7Y 0.1 ng/kg
—A— LAY 7rYr 0.3 ng/ke
—h— VA7) 7Y 1 mg/kg
—O— L&A 7Y 7P 3 ng/kg
— 8 R

(mg + h/dL)
(mg/dL) 5000
700 -
600 4000
ik
Jg 500
i g
= a0 £ 300
L =
q s
N 300 % 2000
2 200
b
FE 100 1000
ol i i . —
o 2 4 & s Il gqqmm 0 - —
iR 0.1 0.3 1 3 R
P G % ] M g ryoayy KR
(mg/kg)

P AR ERE (n=8)
#i# : p<0.001 (IEF > FREEIZ 63 D Welch Dt i)
Rk p<0.001 (T REXS R IZ %S % Dunnett 5 8 LR E)

@A M VvT Y (STZ) FFFEBERF T v M 2 MK T A
KEMESDZ » k(T #R) IZSTZ (50mg/kg) A FRIRMNICE G- L. STZEFHHERF 7 v M & ER L7=, LEM%,
R T TR 47 ) 7o & LT0.1mg/kg, 0.3mg/kg, 1mg/kg K O3mg/kg % HAlRE A5 L (4%
FE8H) | RRPRYICMIEF 7L a2 — R REABE Lo, ZORER, 0.3mg/kg, 1mg/kg M UB3mg/kghf Tl 5%
HC/TIAEF 7 32— R BEDME T L, MAFAUC-sn 23R RES BREE I 6t LA EICIRE 2 7R LT,
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VI. EEBICEHT 5IEH

STZFHEZFPEIRIR 7 » MBI 5 IEHE T IHE Ik 5
eF 7Y el ofEH

—O— JHAEXT

—o— /LAY TrY 0.1 mg/kg

—— LA 7Y 7Yy 0.3 ng/keg

—a— LA 7Y 7aYr 1 ng/ke

—O—/LtA 7Y 7avr 3 ng/ke

—m— EE xR .
(mg/dL) o (ng - /L)

600 4000

#HE

500
3000

400 E

300 2000

MHEAUC, 4,

200
1000

FREEN — U XN BEE

100

0 / 0
0 2 4 6 8 //L2>l (Refi) JEEE 0.1 0.3 1 3 EW

eG4 Wy M egryomyy KK
(mg/kg)

FEIE AR S (n=8)
#it# 1 p<0.001 (IEF > FREEI6H 3 5 WelchDthi )
* 1 p<0.01, *** : p<0.001 (Jp5HEHARREIZ %92 Dunnettd> 2 B LR E)

@Zucker fatty 7 v NPT DR O FEARTE O IMLEE EF4mEERO
HEVEZucker fatty 7~ I~ (1008 i, A-#E841) 12 KT OB R F T, v 427 Y 7r o b LT0.Img/kg,
0. 3mg/kg\ lmg/kg&()\3mg/kg72$@f}:l3§‘§fﬁ L7ze 3001227 v a— AR (2g/5mL/kg) Z#FA#5- LT
m#aﬁ g 7L a— 2B A R //);%r“%@u;z L7z, ZOfER, 0.3mg/kg, 1mg/kgKk U3mg/kght CThE
?’ﬁ@fﬁlﬂ‘*"*qﬂﬁ/v:I~/’</;;%F®Lﬁ7b> W SHvTe, Fe, R A AU REIIVEA 7Y TR
y/&gﬁ(ﬁﬁaffﬁﬁﬁi}:ttm{f&?{lﬁﬁi))mh\&) SN NEF TN Ta Vi3 R Ui E S TREALT

ToOMmpE LA 2 BHIT 5 2 ARSI,

Zucker fatty 7 v NI T B8 O FEA RS O M2 %325
AT TaY s OER

—O— i fExI AR

—— LAY 7Ty 0.1 mg/ke
—— LA 7Y 7r T 0.3 mg/ke
—&— VA7) 7P 1 mg/kg

—O— A7) 7ur 3 mg/ke (mg + min/dL)
—m— EERHR 20000
(mg/dL) LR #t
400 I
E 15000
1. 300 2 *
i S
q:\ E: skekek
’/; 200 i*;“ 10000
T
T A
A skekok
g‘ﬁ 100 5000
0 v v v v Y 0
BehaT 0 30 60 90 120 (53) i 0.1 0.3 1 3 EE
7L — 2 I - L
(mg/kg)

EEE CEEERR S (n=8)
## : p<0.01 (IEH *HREEIZ3 T 5 Student O HR E)
* 1 p<0.05, *** : p<0.001 (J3REFRMEIZ 4 % Dunnettod % 5 Ll iR i)
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VI. EEBICEHT 5IEH

Zucker fatty 7 -~ MMZIB1T D& ABEARTED A AV W KET 2D

eF 7Y el ofEH

—O— JRHEX IR

—o— L&A/ Y TuT 0.1 mg/ke
—— A7) 7a Y 0.3 mg/ke
—h— A7) 7u Y 1 ng/kg

—O— LA 7Y 7 3 ng/ke (ng * min/mL)
—m— 1000
(ng/mL)
40
£ 800
1 S
P S
h =2 600
/( ,\
N =\
220 N
) A 400
v 3
o 10
i3 200
i . e e e — .
BT 0 30 60 90 120 (43) jEfe 0.1 0.3 1 3 IEH
7L — R e L L.

(mg/kg)

TR AR (n=8)

#: p<0.05 (IEH XIRREEIZ 9 2 Welch Dt E)

A7) T a D AR, SRR RIS L CA A L (R REXT BRI %3 % Dunnettd
% B E)

@db/db~ 7 ATk

T B RE b~ 7 B AR TR

HeMedb/db~ w7 2 (118, AREL06]) ICIEER T T3 t4 7Y 7r o & LT0.3mgke, Imgkg,
3mg/kg e M10mg/kg% 1 H1[E], 4EFELER AL Uiz, &5ART&R O 5290 BIZHE(b~EZ n ey
(GHO) A WE LTz, T OFE R N A7 Y 7 1 ¥ 3 BARFHIICGHOE 2 1K T &, 3mg/kg & O'10mg/kg

B GRE TIR B IR IS L T E R GHO AL B O T 235580 bitT,

db/db~ ¥ AIZEKIT HCGHVE L &EICKT 20847 U 7 u  OfFEH

(%)
1.0

0.5 A I [

0.0

GHbZE b &

-0.5
Kok

kkk

-1.0

T e 0.3 1 3 10
xR

e F 7Y 7P (mg/kg)

SEEE EFERERR S (n=10)
GHbZE VB (%) =+#529H H OGHbfE (%) — & EBIMERTOGHME (%)
0 p<0.01, *** : p<0.001 (pFREIHREEIZ b4 % Dunnett?> % & LR &)
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VI. EEBICEHT 5IEH

db/db= 7 R ZBITF A NEAZ Y 7 u P ARMKER OB 5511% OGHbE

N o GHbfE (%)

B R (mgke) T B DR HE29T
J73 HE k) PR — 747 =+ 0.13 790 =+ 025
0.3 750 =+ 0.13 799 + 027
R .. 750 =+ 0.13 777 + 0.17
VAT TRTY 3 751 + 013 710 + 020
10 754 + 0.12 681 =+ 0.15
TE 5 R — 3.94 £ 0.03 3.60 *= 0.04

SEYME HREHERAZE (n=10)

®GKZ v MBI B Hb~E 7 v & AL TFIEM®
HEMEGK T v b (12~140165 . BEEOEI ST 106]) 12, @y a ki iLt4 7Y 7a b LT0.002%.
0.006% % 1N0.02% % & d e > 2 R 2 2080 [ 5- 2, FI48 Z & 12203 & CGHbE A JIE L7z, Z Dfk5%E, GHb
IS 7Y 782 00.002%8 58 CrIEe557H B X 0| 0.006% K% TR0.02% 5 58 Cldfe 5290 B L v #&
H141H B £ CREERTRBECK LABICEEZ R L, AvEA YY) 7a P OEMEEIC XY #5097 GHYL
TEARRD BT,

GK7 v MIBTHCGHMEIZ T 208427 ) 7y OfEH
(%)
7 -
—O— ket
—o— LAY Tr T 0.002%
—— LA 7Y Tr T 0.006%
—A— LAY Tr Yy 0.02%
—8— R

GHbfiE

& G- 2'9 5'7 8'5 113 14'11 (H)
B A%
S+ A UERRSE (e IR LB A2 U 71U 0.006%, LA 2 Y 7 a2 0.02% K ONE ek R -n=10,
NeF 7Y 7aT0.002%EE : n=9)
#it# 1 p<0.001 (IEH > FREEIT6H 3 % WelchD i )
*: p<0.05/3, ** :p<0.01/3 (JFEHEXRPREEIZKd 2 Welchdthii &, Bonferroni ? ii3%)
1) p<0.05, 2) p<0.01 (FREXTHEREIZKTT 2 WelchDthf &)

OSTZFHEFRPEIRIF T »~ MTBIT DA A Y ARFME: B OMEEBAIARIZ 4~ 5 1E A
HEPVESDZ » ~ (7TH##H) 1ZSTZ (40mg/kg) ZEARNICE G- L, A AU U0 RED IR E |2 fE 3 X 7= STZ
BRIERIF 7 v M EAERL L 72, DA% HEE I 427U 7a P L L7T0.001%, 0.003% K% 10.01%
FETEE B AAEME 2 (SRR R, veA 7Y Ta P ORRE2H B L OGE B OERET
DIHEF 7V 20— ZPREEI TN T OB bR FREE IS LA B2 7R U, IRETE 5438 H o GHbfE 1355
REXTHREEIC A LA B2 R Ls, £72. 0.01% 58 CILREHE 548 B O M A > 2 U L PREE AR
RExIREEIC X L CHEICAEMmE R LTz,
EDIC, 4EMOEGRTRIZEA VA VIEFIEZ 7 0 7R BREITV, 2E ORISR E RO - 555,
0.01%% G-HE CTITIREX BREEIC L CHBICEEZ R L, veA 7 ) 7a oA A ARG SGEER
DR ENT, £, AEBOFGHK THOBEPMIEEIL, 0.01%% 58 CIIRERIBEEICH L THEICEEE
T~ L. R E DI T o427 7 a Y OMiflfER 2 R S iz,

56



VI.

ENEEICEHTHEEB

STZFHEFNEIRIA 7~ MZI1T D IEAEE T MMEE e O 1 > 2 Y R
B4 TaYOER

—O— i fiExt iRt —e— /LAY 7Y 0.001%
—— A7) 7P 0.003% —h— LAY T7ue vy 0.01%
(mg/dL) (pg/mL) —m— R
800 1 1800 1
700 A o 160 1
Ja% 600 1 #fE 1400 4
i H 1200
7 o0 g 1000 T
V400 ~
:I! A 800
o 1
2 200 i 600 1
§ 200 M -
100 4 E 00
0 r r : ) 0 + . . . \
P51 1 2 3 4 (O#) P51 1 2 3 4 ()
P G-14 3 e b5 143

EEE AR (n=12)

#H: p<0.01, ### : p<0.001 (IE% %R %9 D WelchDthR &)

$$$ : p<0.001 (TEH % HHEIZ 39 2 Student Dt &)

* 0 p<0.05, *** : p<0.001 (A fEsH BRI 69 % DunnettD 2 8 ELIR E)

STZFHFFEIRIR 7 ~ MIBIT 5% 548 B OGHLEIZ x5
Nt F 70 7ar R

(%)
12
piteasd

10 A

GHbfig
o

JFRET R 0.001 0.003 0.01 TE 5 % HE

NEF T TaYr (%)
Y fE AR HERE (n=12)
#H : p<0.001 (IEH S HREEIC KT 2 WelchDti )
* 1 p<0.05, *** : p<0.001 (FREXSHRE(Z 9 2 Dunnettdd % 5 LR E)

57



VI. EEBICEHT 5IEH

STZFHFEFEIRIR 7 v MBI D4l 5% DA AU AR5
e F 7Y TudrOfEH

(mg/kg/min)

40
sksk

PO
s i
I T
F 207
H
%—5

10

0
JF HET R 0. 001 0.003 0.01 TE xR

NEFTYTuT e (%)
SEE AR HERRE  (n=12)
#itt  p<0.001 (IEF 6 BT 6H 3 D Welch Dt &)
*: p<0.01 (JhExFRIEIC %S % Dunnett 25 B LR E)

STZFHEFHMEIRIF 7 » MBI D4 5% OB EIZ X1 5
i /A B = BApY (=¥ EE|
(mg)

12 4

10 1
T

8

10 .

JpiE xR 0.001 0. 003 I xR
A7)V TaTr (%)

SEE HREHERR S (n=12)
#HE - p<0.001 (I 5 FREEIZ 69~ 5 WelchD i )
*: p<0.05/3 (JEREBBIEIC %9 % StudentDtie &, Bonferroni D FHEK)

DR N2 R 95 BB 12 330 2 MR TS

QRUBEIRIF RS xR I2, 7T B RABIC LAY 7 e 0.5mg, Img, 2.5mg X (X5SmgZ 1 H 1[EF] &
ELATIC7 H B RERR D85 Lo 5, M X CTOHBETR—2A T A NIHA_NTHREIHBROTHBIC
KT L, ZOiEmp s (B 562405 ) 1%, & EG1H B2 62.5mgll EOFET, #E57H B IZIXT_XTOA
BT 7ERBEL L THERKTIARD DN, ¥R, BELDY BOERHAFIICIT 2 f b
AUCITE G 1H B BH25mgll EoHET, %570 BIZiXImgll EOHETY 7 2R & g L TH BRI
TR BTz, MAFHEAUC (H5#%0~168EH) 1%, 77 B ARICHER LTG5 1H B2 5 1mgll Lo &
T, BETABICIIT R COAETT IR L L THEBERIETARD b,
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VI. EEBICEHT 5IEH

A $ G- 0 I FEEAUC  ($¢5-1% 0~ 1685 )

y \ MmAEEAUC TFIRREDHE
w5 R FiEa n (g - dL) ¥ (mg - h/dL) pfiE®
IR 8 3510 — —
NEF Y 7m0 0.5mg 7 3360 — 158 [—335,19.8] 0.080
1B B NEAT Y 7aT Img 8 3210 —301 [—472,—129] 0.001
NEAT Y 7aT25mg 8 3050 —465[—639,—291] <0.001
NtAT Y 7aT5mg 8 3090 —424 [—597,—251] <0.001
IR 8 3600 — —
NEF ST Y 710.5mg 7 3150 —448 [—722,—175] 0.002
7H H NtEAT Y 7adr Img 8 3160 —433 [—697,—169] 0.002
NtEAs Y 7aT2.5mg 8 2750 —844 [—1110,—576] <0.001
NtEAs Y 7aT5mg 8 2970 —623 [—890,—355] <0.001

NFPEME [ ] m9S% S EEIXH
) &“ELHIJEI B DRI OAUCE LR L L
b) REETHDEZILERE L LBl (vs. 77 B R)

(3) YERRIREFMAE - HiRFRE

R N BEICH R T At A2/ ) 7o b LClmg, 3mg, 5Smg. 9mg. 15mg, 25mg X%~ T &R & Hila]

WD&%LK&% WTHLOHBETH 7 7RI L. BEAT (RE5H0~4FRFH) 76 F B RIEHRIEN
WD BT, FREEEMEOAZE /BT, 3mg, Smg, Img TlIi5-1%24~48W [ (R ERMM) £ T,
15mg TlI % 51448 ~T20F ] £ T, 25mg TIE G145 72~961 ] (i ER ML) £ TRO O, mHEIZEE

3R 3 DM A8 Hiiz?,

F7-. PHERBABEEICLEA 7Y 7r Pl LT0.5me, Img, 2.5mg X iX5mg4 1 H 1[E7 H R R R 0

H Lzl &, 2RM 2 & ORBEEIRE IR G IR B R OTHE & B2, WTRORBHIZBNTHL T X ToOME
TTI7vRLEBLTHERICHEMLTEBY, 1HZ#E U RS AR D =YY (V-5 (2) HRAEEIERER
DIALR).,

R
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VI. EWMENREICET S1EH

1. MAEEDHR
(1) BELAEMGIDERE
MR L

(2) ERAREHBRCTHASN-OPRE
1) BEEERA
OH [R5
BERERR A B (9F1) (2t A7) 7w P2 5mg e ZEE R BARIRE M 452 5 U Te & & O RZEALIR K OVE PEAHS
PIM2 0D i B PR PEHERS K OSSR BN RE /ST A — X IZLUF D LBV Th -7z,

HA A1 517 D R ZEAV AR o M2 0D i % T i BE HERS

(ng/mL)
120 A
100 4
@ —O— RLALlk
g 507 M2
FF‘ 4
B 60 -
i3 _C
40 -
N
72 (R[]
P 5512 I ]
PEME AR ERZE (n=9)
BRI 5RO R ZEAR K OM2 O3B HE X T A — &
= SHI e e Crnax tmax ti2 AUCo.-
b= TERT 5 (ng/mL) (h) (h) (ng * h/mL)
2.5mg REAE 100£22.3 1.11+0.546 11.2%£1.05 1000163
(n=9) M2 3.98£0.538 5.44+421 13.4=%1.11 1224159
Y E AR 22
O EREY

R A B LA 7Y 7 u Y Smg W 10mg % 1 H e 7 H R BRIKER A& E Lz &omiEhRE
(LRI EHERS B OSSR BN RE X T A — 2 [ ZLL T DO L BY THoTz, WTFNOHEICBWTHLTHH £ TITER
REEITE L, RIEHRGIC L A ERMEITRO bR -T2, 2B, THH DAUCoad» HEH LI=M2DOKZEAL,
RIZH T B E/IE, SmgK TN0mglZ BV CENEI12.0+3.14% K% N4.3+1.69% (CEEIE RS <
Hol,
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VI. EMENREICEHT HEE

PAG$ G- D i B R ZEA L AT BEHERS

(ng/mL)
700 ~

—o- 5mg (n=8)
—- [0mg (n=8)

f——f—— — T =/=0—/—0
72 96 120 144 150 156 162 168 192 216 240 (Ff)
WIIal$ 5-1% RE[H]
SEEME = R 2=
AR G- R DRZEACAR D IEYERE T X — &
= ez Cmax tmax ti2 AUCa)
B R B A% (ng/mL) (h) (h) (ng-h/mL)
Smg 1HH 214+52.0 0.625+0.354 10.5+2.02 1930+£435
(n=8) 7HH 2481451 0.625+0.231 10.7+2.40 1980+382
10mg 18 H 409+284.3 0.500+0.00 9.15+0.746 3430814
(n=8) 7H B 475+111 0.563+0.177 9.14+1.11 3470778

SEYAE R HE R
a) 1H BI1FAUCo-, 7H BIFXAUCo-24n

) ABIOERINIZAE - ARIFUTOEERY
EH, AV A 7Y ey e LC25mega  BIREIRRI IR RICR ARG TS, v, 2R R~+07k
LA, Bla +o0c Bl LN 65mgl HIENZHET A Z N TE B,

QW R SEES)
fEREE AT, v 7 1 OD 7 4 /L A2.5mg (K7e L XIF/K150mL TR ) 18 & vt 7 1 $E2.5mg (7K 150mL
TIRH) 18E% 7 m AA— N—IEIC L0 ZnENEERRER ARG Lz &, kBT 10OD7 1 /L.A2.5mg
1L, K72 LXIIKRTIRHA L7EGAE0OWTHicBn T, vt 7 1 8E2.5mg & AEWFRIICFRE Th D 2 &k
mEiTe,
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EyEEEICREd BIER

a) OD7 (/L% K7 L TIRHA
OD7 4 /L 22.5mg (K72 LTARM) MO¥E2.5mg OK CTARM) HEIFEG-HR oD i i o i B HER

120 -

100 1 -0~ OD 7 4 L4 2.5mg (n=36)
-~ $£ 2.5 mg (n=35)

80 1

60 -

40

1o ¥% oh = B (ng/mL)

FHELRERE

20

o
© Brm—t——ris

6 12 18 24 30 36 42 48
#E®ROBM (h

OD~” (/L 22.5mg (K72 L CHRA) M O%E2.5mg UK TARM) HEEERFOIEYEIE T X —X

Crnax tmax tiz AUCo.48n
1) |
B3 (ng/mL) (h) (h) (ng * h/mL)
OD7 4 /L 22.5mg (n=36) 100+21.1 1.50 10.0+0.981 1020+£196
££2.5mg (n=35) 95.3+20.3 1.00 10.1+0.951 1000£179

PIME AR S (7272 Ly tmaxd 3P AED)

b) OD7 14 VA% K TR
OD7 4V 22.5mg (KTRRA) KO¥E2.5mg OKTIRA) Hila#% 5B o i 4E iR HER

120 1

100 A

-0- OD7 4 LA 2.5mg (n=36)
-~ ££2.5mg (n=35)
80

60

40 -

I 8% AR R EE (ng/mL)

20 A EHERERE

6 12 18 24 30 36 42 48
®/E5H#OFEM (h)

OD7 ¢ )V 22.5mg OKCTHRA) KO%E2.5mg UK THRA) HEE GEEOIEYERE NT X — X

Crnax tmax ti AUCo.48n
1) |
Bl Sl (ng/mL) (h) (h) (ng + h/mL)
OD” 4 L 22.5mg (n=36) 108+17.6 1.00 9.98+0.727 1020+185
$£2.5mg (n=35) 102+22.2 1.00 9.82+0.757 1020£192

P AR R (7272 L

tmax |3 1 A
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VI. EMENREICEHT HEE

2) 27UME R A
VRIBEPRIGERE VA 7Y 7a v 25mg XiXSmga 1 H 17 H B R&AIKER AL L & &, mEPRE
{EIRDIEFEHERS S QR BNRE X T A — X [ ILL T DO L BY Thotz, WINOHEICBWTHTHH £ TILE
FREBICE L, RERGICEAEFEMEIIERD N7z, 7B, TH B DAUCen)» B HH L7-M2DARZE
EARIZHRT 5E /LT, 2.5mg K USmgllis W\ TEFLZE4114.0422.44% % TN4.811.36% (CEREIfE £ AR HE(R 22)

ThH o7,
AE % 5-RE 0 A v AR 2SR IR EEHERS
510 H ®57HB
(ng/mL) (ng/mL)
400 - 400 -
350 | -0 25mg (n=8) 350 1 -0~ 25mg (n=8)
g}é 300: - 5mg (n=8) g}% 300: - 5mg (n=8)
;E 250 | ;P% 250 ]
%E 200 %E 200 |
% 150 f’é 150 1
= 100 o0 ]
50 50 9
0% 4 8 12 16 20 20 s o 4 8 2 16 20 24 (5)
e 54 Wl e 54 Wl

A+ e
J B2 - D R IR O ST E ST A — &

o y Cnax tmax ti AUCY
B RS E% (ng/mL) (h) (h) (ng - h/mL)
2.5mg 1HH 119+27.0 0.625+0.354 9.24+0.928 8641132
(n=8) 7HH 13642.0 1.00£0.886 9.20£0.710 8991148
Smg 1HH 243+45.7 0.625+0.231 8.96+1.11 1690271
(n=8) 7HH 299+50.3 0.688t0.259 9.54+1.26 1880318
SEYAE - R HE A

a) 1H BIFXAUCo, 7H BIFXAUCo-24n

(3) i
AR L

(4) BE - ftREDEE
1) BEOZEY
R AN B E (Of) (o427 Y 7 a2 5mega Z2iERE, AR (BRFERBRISDLUN) JUIR%E (AFEH
1R30431%) ICHLERE NG U, MR ICRIETRFOXELRF Lz, BRiRGAOERKRGICBITS
CoaxlF. ZEMERFRE G LR TENZIVIY LA K U 14%AK T L7223, AUComnlZ X BRI L 2 280X
2o,
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VI. EMENREICEHT HEE

B[] P 5 0D I R P RS L A BE HERS

(ng/mL)
140 -
o ] o WIS (1n9)
- REiHEY5 (0=9)
IfiL 100 - I .
%g = fg%E5 (0=9)
i 80 -
I 1
" 60
i
}I)I(‘
40 -
20 /\Q\/
0 — , ' — /\0* e
0 4 8 12 24 48 72 (R
2 5 5
ST £ e 2
B 5 O R LAR DO IR ENRE /R T A — X
Cmax tmax t]/2 AUCO-72h AUCO-m
2
A (ng/mL) (h) (h) (ng + /mL) (ng » W/mL)
Z2EE (n=9) 100223 1.11+0.546 112+1.05 989+ 160 1000+ 163
=) 108212 0.611+0.220 11210545 1000+ 137 1020+ 141
A% (n=9) 85.0+ 14.1 1.50£0.791 11.7+137 991+ 131 1000+ 137
SEAE - R HE R
BHEOEEBOMAT
BMEHE D
£
&5*14: Cmax AUCO-72h
o 0.790 0.986
R/ [0.670,0.933] [0.958,1.01]
0.922 0.980
7 i e B
Ll [0.781,1.09] [0.953,1.01]
0.857 1.01
Y g:c i
Rt/ [0.726,1.01] [0.977,1.04]
1.08 1.02
— .
R/ [0.919,1.28] [0.991,1.05]

[ 1:90%f=HE XM

2) HRAROEE

HRPRIC COE S5 WTAEME D d 5 M D IR I 1 RS FIE6H (70 AE Y R, A hAL Iy, R7Y
ReR, 27U b=, EAZ VAT v v XU TFL) Fe A7) 7D b AR R
AT ARREA (7R, b RasaaFrYR) (onT, A4 s Y Tavy RS L
f b X DI R 2 bt LT
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VI. EMENREICEHT HEE

D7V ALY R4
TERERR AT (1268) (2t A 27 ) 7myeimgl 7)) A8 ) Rimgz &RTHEREIHAHES Lz L&, vt
7V 7aYr 7 A Y ROCnu & CAUC) - ZOFHIC & D BE 7o Tz,

77U A ) FEDOOFRICIT % EEE~D 2

— BITTIED I (DF 50, TR 5%
Cmax AUCO-oo
- N 1.00 1.00
A7) Tu s [0.898,1.12] [0.977,1.03]
- . 1.03 1.07
7Y AEY K [0.949,1.12] [1.04,1.10]

[ 1:90%f=HE XM

@A bR o
RN B (1261]) e d 7Y 7ryrsmge A MRV 250mgZ ZZ MR EIF ARG LIz L&, v
A7V TPl A RRL I DCna X CAUC) I K D BT 2o T2,

A RERV R & OIS DY ERE ~ D R

ke BPEHE O (OF % 5-EE Bk 5-FF)
Cona AUCo-r
: 0.925 0.985
VA7) TR [0.845,1.01] [0.964,1.01]
N 0.999 1.04
A RIS [0.897.1.11] [0.953,1.14]

[ 1:90%E4E XM
@R Y R— 24

fEHER A B (120)) 12K 27 ) R —20.2mg# 1 A 37 A BENKERS L. TR HICA Y42 7132 Smg
ZRATHEGES Li b & bd 2 ) 70 90 OCum L PAUCHAEIC £ B IR 2 o 72,

A7V R—A L ORI T % HpEhE~ D8

N B EREO M (OF & 5K BB 5-E)
iljessed
Corn AUCo-r
) 1.09 0.999
VAT 7RIS [0.984,121] [0.957,1.04]

[ 1:90%EHEIX M

@I 7Y b=
TR N BE (1261]) 12427 ) 7avrSmgek 27U h—/L50mgZ BFTHEEIHELS Lz L&, Lk
A7V 787 D Cmax FEIRPE G-I & FLEE U TRITS%IR T L7223, AUCo-IZIEOFHIZ KX BB o T2,
F720 27U =L DCrnac & RAUC) (2RI & B 5313 72 Do T2,

27U b= OOFHIZEBIT 5 Y ENRE~ D

o BATFIME O (R G-/ R 5ik)
! Crnax AUCo-

) 0.851 0.953
NEXTITRT S [0.761,0.952] [0.931,0.975]
o 1.02 1.04

17V b [0.915,1.14] [0.938,1.16]

[ 1:90%E#EIX M
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VI. EMENREICEHT HEE

OEA 7Y &L

fEEERR A B (1261]) 427 ) % 2 30mgx L HLETHBRAIERLG L, 7THRICVvES ) 7y
SmgZ BRTHEEIGHAE G L2t &, LEF 7Y 7800 OCna TEINEE G & il L THI16% E5F- L7723,
AUColZIFPERIC K DB o Tz, T, BT U XV U REALARD Crnax & AU Cooanl F B 51 &
i L TEREFNRR% KL OFI0%IE T L=, B4 7Y &Y v OiEHRHY (M-I, M-IV) D Cuux &
AUCoanlZ X OFHIC L DB T e o 72,

©A 7Y &2 L OIS T B I EEE~ DB

. SOELEO (DFR &G B 55F)
B8 -
max AUCO-oo
) N 1.16 0.939
NEFZ VTR S [1.04,1.30] [0.897,0.982]
0.884 0.896
ik
REALK [0.746,1.05] [0.774,1.04]"
o N NN e _ 1.04 Lot
vA 7Y v REMHHM-1T [0.973,1.11] [().945,1,07]3)
o 1.01 1.03
fLEHIM-IV [0.947,1.07] [0.977,1.09}"

[ 1:90%EHEXM a) AUCo-24n

©v 5 7Y FF L

RN BV (1261) ([t Ad 27 ) Tuvsmge &% 7 ) 7F o 50mg a2 BRIEREIJF ARG Lz & v

ATV Tl b2 FF D Crax X PAUC)AZPEHIZ L B

LR TYFF L OMRIICET A Y ENEE~ D

x0T,

M EOL (PF 50/ B 5 1F)

W E %
PR S Crnax AUCo
‘ ‘ 0.967 0.986
i g Ve
NeFTYTRT S [0.914,1.02] [0.948,1.03]
] 0.983 1.03
o h s
v F TV TF [0.922,1.05] [1.01,1.05]

[ 1:90%f=HE XM

@7 rE RO

AT (1261) (27 vk I F4omgZ 1H 14 HMERIERLG L, 4B BIZVEA 2 Y 712 5mg

ZERTHEEFAHRG L& 427U 7020 DChna CAUChIZHFHIZ L 5

ARG NN - i

Tt I FOCmax T MG & Ll U TRIZ6% LA L7223 AUCoaml JIZOFHINC X D583 7o T, 72

B, WA O R PEERICOFIIC LD

7rt I FEOHHICET 2 EDEE~DRE

X722 ho 7z,

N B EHEO M (BRI 5-EE Bk 5-IF)
B E x5
[ AUCo-r
: , 1.07 113
A
NeFTY 7RIy [0.980,1.17] [1.08,1.18]
R 136 114
7uEIF [1.19,1.54] [1.07,1.21]%

[ 1:90%f5%E XM a) AUCo.24n
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(1)

(2)

(3)

(4)

(5)

(6)

(1)

(2)

®t krzuarF7 v R
TEFER A BME (126)) ([Ck Rz oo 7Y R25mega 1 H 1E4H AR IKERS L, 4B BICLVvEL 7Y 7
U Smk ATHEIGHIE G Lic & & Ae A7 Y 78 Y2 OCnnl THEE 5RE & L L THIT6% EF L
72D, AUCh-lZIFPFRIC L BB e ode, £7o, B Re2ZmaF 7 ¥ ROChuk CAUCkLamlZ JFHIZ &
LRI o7, Teds, WA ORFHEIERICOFRIC X 2 BT h o T,

ERKEZBRFT YR LB 2 EDBE~DES

- BOPEEEOL (DF R 5 Bl 5-5)
T E x5
Cinax AUCo-»

. 1.16 1.11
NeF 7Y TRYr [1.04,1.31] [1.07,1.16]
: - 1.09 111
EReszaaF7roR [0.974,1.23] [1.08,1.15]®

[ ]:90%E#EXH  a) AUCo24n

EYRER/NS A —4
R AE
EFNVIEEFIETE () 3 — A v MEFE)

R AR 4
LR L

HERETESH
fEFERR N B (9f1) 1St A7) 7P 2 5megh ZZ IR R DG LTz & & OREEAMA 0N H B EK
(A\z) 1%0.0622+0.00570h ! (CE¥IfEHHEHER ) T - 7237,

DUTIUR
RN B Of) 1427 ) 7r Y 25mega ZBERFHER OB G LI X RNToeg 7 VT T
2 (CL/F) 132.56+0.423L/h CEHME RS T - 7237,

DEE
fEEERR N BE (OB) \chteF 7Y 712 5mga ZEER R O G- LT- & & O BANT 05 AR (VAF)
1341326431 (P EEERZE) Tho723,

Z 0t
LR L

BEH (REa2L—>3Y) @i

R A

Fehiti U7 223 ENEGRERER D 5 B iR SRR B E 2 S5 L 720> o 7233 & bR < 208 B 2 kP BT, Eh
B DR B B AV 729695 5 D A HARLEALRRREE ORIEM 2 T REERSEEhiefigtt (PPKARNT) %%
i U7z, RTS8 1%, 108361 (fEEERR A 26351 2 U700 JR s g 82041 ¢, MERNIZ B MES 196, A i:26441)
Td o7, NONMEMIZ X 2 IERIAIR BN IRT T VRHT OFE R, AR OEMBIREIC B2 5.2 5388 LT,
iR, REE, eGFR, MR, ABEIE, BLHRFOBESRENBINININA, 5 OERIZ X 2 Cra& FAUC).o
DEEBIRMTH o7,

K5 A— S EHER
AR L
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VI. EMENREICEHT HEE

4.

%))

(2)

(3)

(4)

(5)

4%

(v b, 4%, H)

[4Cl A7) 7u P Z2MEET >~ b, BEMEA X OREME S U BERE O R OV A RN G L= & &
MAEHFHR U AE D AUCo-oo Fe > S R U 72 IR JEME T~ R T95.1%, Ml T~ - T89.2%, It A X T86.3%.
HEHED L TI1.2% & T s BRAFTh - 7252,

Nt F 7Y Ta D AR O R OEEERNE S L & & OImET RZELRDAUC) 2 HFEH L83 7
T_RAZEUT o 0F BT v bMEET » N ROEE A IRV T, FEN35.3%, 58.2% MK 192.7% TdH -
7233,

il
It 7% — AP B
(55 1) *

HEVEZ » M2 [MC v A7) 7a P RHERR D&Y Uiz & & KIM&LOVINKO U BER B 135 554 15
W EZ R Ly 3511 5 O6RE R O/ 4% vh i S RE VR B2 12 130.02~0.04 TH - 7=,

1% — FR AR RA P @sE 14

(Z > k)
IR v M [MC] veA 7Y 7 P e BERO#KE Lz L & BERED — I3 na 2 @il LIk R ~B17
L7co BATLEBUHEEIR. BE~ DR GED0.1%KH THh > 72,

Fit~nBiTH

(Z > k)

(MCINEA 7V 7a P 2RATOT v MCHEIROEE LIz & & JIT~OREEOBITRRD bz,
P52 1~ 245 F O P/ 8 OB REIR FE LR 13:0.27 ~ 1S4 D #PH THERS L7,

BRA~DBITIE
BEERR L

Z DD~ DT

(7 v k)

[(MC] veA 7V 7a w2 /T v MCHEEBIROBELG Lz & & BERRITESCHICE2FITOMA L, 1ZEA
& O TR G2 IR R e BE 2ok U7, MU EE TV VO AR 21k L7k, M, B B
g O T o7, —J7 . AR R K UG B O S BEIR BT AT D /5K CTh o 7o, 514 168I¢ ] D fik
FHEIXZ < O TRIHIRI A & 720 | BB A R LRI L 22 o T2,

HEVEZ » M [MC] e A7 ) 7m0 HEEE 055 ORI BUR BEIR B2

a1 HHETREIRE  (ng eq./mL or g)
1R 64 2414 7205 168IR# ]
ik 115.09 = 20.54 29.41 + 10.25 445 + 0.96 1.50 = 0.44 0.47 =+ 0.40
JiiiR:3 190.25 + 35.31 48.64 + 16.71 6.92 = 1.63 228 = 1.32 N.D.
K 430 = 0.71 1.82 = 0.48 N.D. N.D. N.D.
N 4.80 = 0.31 2.15 = 041 N.D. N.D. N.D.
JCHE 4.17 £ 0.36 2.36 = 0.38 0.24 = 0.21 N.D. N.D.
ER 98.34 = 15.10 24.50 + 10.18 N.D. N.D. N.D.
MR ER 18.15 + 3.68 6.78 = 1.95 0.68 = 0.16 N.D. N.D.
N— B — i 137.51 + 11.92 111.35 + 18.62 46.73 + 13.78 3.73 = 0.23 0.85 *= 0.23
ZH TR 143.10 + 24.44 39.70 £ 11.61 3.05 = 0.75 041 = 0.12 0.10 = 0.09
FOIR iR 93.01 + 11.64 26.74 + 7.19 N.D. N.D. N.D.
il 3.92 + 0.24 2.23 = 0.39 0.36 = 0.32 N.D. N.D.
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o JEREIRE  (ng eq./mL or g)

LS| 6 2415 T2H 16815
o i 4991 + 3.03 19.51 + 4.84 1.27 = 0.28 0.18 + 0.05 N.D.
Y- 121.34 + 22.07 33.31 = 11.66 2.13 = 1.00 N.D. N.D.

Jiit 123.02 * 16.91 38.37 &+ 11.42 2.72 = 1.16 N.D. N.D.
iR 924.62 + 293.99 465.89 *+ 74.93 71.78 + 24.82 34.47 + 0.75 13.48 =+ 2.10
ke 190.12 = 17.90 5234 = 15.24 249 + 226 N.D. N.D.
ik 1184.44 + 112.87 914.07 *+ 41.39 27931 + 102.37 122.15 + 24.39 54.28 + 4.40
e 80.30 + 11.39 21.15 + 6.60 1.20 = 1.04 N.D. N.D.
[N 173.06 =+ 28.93 44.18 + 15.41 3.76 = 0.89 N.D. N.D.

[FIRYA; ) 76.03 = 9.10 29.03 + 4.79 2.23 + 0.50 N.D. N.D.
FEH 21.18 + 4.96 18.71 + 1.59 2.95 + 0.91 N.D. N.D.

FEE K 47.77 + 7.88 27.81 + 6.05 2.92 £+ 045 0.60 = 0.25 0.17 = 0.04
JEE 42.65 + 5.99 16.55 & 5.35 1.55 + 0.41 N.D. N.D.
R 85.21 + 10.24 27.36 + 10.19 N.D. N.D. N.D.
b 49.49 + 13.37 18.39 + 4.87 2.72 = 0.64 0.98 *+ 0.12 1.13 + 0.23
B 57.72 + 5.08 19.80 + 7.79 1.63 + 0.63 N.D. N.D.

B 14.18 + 1.79 2.70 = 0.31 0.32 = 0.28 N.D. N.D.

B 69.68 + 11.25 17.44 + 6.27 N.D. N.D. N.D.
=E=NEY] 21.11 £ 3.05 7.16 + 2.27 0.72 = 0.63 N.D. N.D.
LR 83.07 = 12.07 26.11 = 7.39 2.42 =+ 0.66 0.48 = 0.05 N.D.
]H%\F‘ﬂ% 121.52 + 25.90 32.19 += 11.96 1.88 & 0.48 N.D. N.D.
U o Hi

H 1489.74 =+ 683.66 530.01 *+ 353.60 7.37 + 4.38 N.D. N.D.
N> 2113.30 =+ 207.31 1306.37 *+ 658.18 53.61 *+ 19.55 6.69 + 2.39 1.17 = 0.63
G 66.83 + 7.96 2850.62 + 1138.97 134.34 + 16.27 3.33 + 0.43 1.16 + 0.56
K 62.50 = 14.98 484.20 + 204.36 122.01 *+ 69.96 2.52 + 0.68 0.55 + 0.49

BGR  Imgkg CFHMESIENERZE (n=3)
N.D. : 2 H RS A

(6) MIREEIEEE
b NAEFICRB Dinvitro# L X7 FEGFRIL, AT Y 7 1r P 50~5000ng/mLOEE P T, 96.0~96.3%
Thy, EYREIZLILT -EThol, Flob MR OERFES X 7 IXMBET VT IV EEZ BN

57), 58)
o

6. {LH#

(1) BB E CABHHREER
TERERR AN BRI A 7Y 7 v 2 L 25mg & ZE I HA AT 1 # 5- L7c & & O IR OR T O 2 434 L7
. 1RO KRB BFRE UIEE S, A7) 70V 3 ERORK TR SN S Z EVRENT, £0
5 b, MER RO EERBWIZO-BTF L (M2), REMEDZ LY o  BEEE (M8), M2D 7 L7
1 URRIEER MI2) RO FVEEREG O KB O D HEML SN T= VR VR (M17) Th D LHEE S 72,
RE, EEREICET S e MR M2 R OMITHEE D AUCianDE VL, REARD EZ112.0~14.8% %
W5.71~7.43%TdH - 7299,
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VI. EYENiEICEi9 518 H

bt MZBITDLEA Y 7 oo OHEERETRRE

o M1 (iffE, JR)
,,,,, L
CH; N ’[\‘] ﬂ ,;;L / CH;
1 : OH we o »io\ ) o PN /4\3 OH
H c/\oj\ J Jl H/z‘;i i Hac"\i’ L\\VJ U\;’f’jm
S M1<m1 ) 8y
s
M5 M6 ) M18 (J.-'ul7j*<\ J]ZIK) .
o l l o T U e [ UL e
PN ,J;\ HO__ HO__
~ / \‘f “ : _CHy H/LS H s HJ—S
HC” /[\ L B 1) — %)TH\ —_— Gy
L / HOH OHH HO H HOH OH
GquHoou Yl VATV TBVY o (i R M2 (. BR)

N (Mg, W) M19, M20 (JR)
M7, M9 (IffE, )/ ¥

NN X
HO\J,»\O/L\\V,” “\,glxo‘,c»ia
He” o o % HO.
)

COH 01 H s,
H o H ) s OH H,
OH H OH H HO H
HO H HO H H OH
OH H OH
(Mg, R)

M8 (i 4, fR)

Glu: Z Nz o igEads

@)ﬁﬁ(%%?é@%(m@%)w\%ﬁ #54

ATV Ta b M2~ ZCYP3A4/5, M3~DRHIZIZFIZCYP4A1l, CYPAR2 K Y
CYP4F3B, M375‘%Ml7@f€§§ﬂlli7/v3*—ll/ﬂﬁﬂ(j:’?%?? (ADH) &U\TII/TI: Rk EE%E (ALDH) 234
H L. M8~DRHITITUGTIAL, M2 HMI2~DOREHHITIZUGTIAL, UGTIASK 'UGTIAIN B E-§ 5 &35 %
s3Iz (in vitro) 32269,

F-. ATV 7 P HCYP2CINT R LTIV HEIEH (ICsfl : 58.3umol/L) %7~ L7223, CYPIA2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2D6, CYP2E1 K O\CYP3A4IZ %3 A P ENER IR & 720 7= (ICso
i : >100umol/L) (in vitro) 2, At4 7 1) 71 ¥ ZCYPIA2 K O'CYP2B6IZ % L CRBE/ERH 2k & 97,
CYP3A4IZ 5t LI E O 10umol/LIZ B W CBE/ER 2k L722% (in vitro) Y 8 2RUEIRIFERE IV 47
Jonmyr~25mgafb Lzt &, RY6B-£E Kuxv a)F vV — L/a)LF Iy — Lo EHRNRBO 5z
Mol &b, 47 Y 7a P NERKRICEBWTCYP3A4Z FHE T 5 RetE ik VW EE 2 bn- GHEA
) 64,65

(3) VEBEEHROAEERVZDEE

(7w b, 4X)

(MCInt A7) 7ualridTy RO XICHERAOFEE LT & & OHBEGE DRI RIL86~95% T d - 7-°?
B, NEd 7V T7al e ONRAFTXALTEVT ok, BT > b MEET v B RO X2V T, Fh
ZFN353%, 582%K1N92.7% TH VW, T v b TlIHE@EEEEZ TS EEZ LN,
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VI. EMENREICEHT HEE

(4) RBEYOFHEDEERVENL., FELSE
FTEREM THOIM2EUMITO b FSGLT2 XIISGLT1Z E R HAMIRIZ 1 HSGLTREEMIZLL T LB T
Ho 7222 (ME PR DIRE D AUCanl 231 2 HERITHOWTIE, VI-6. (1) {REIERAL KL OMCHHREE  DIH

ZH),

b FSGLT2 } ONSGLT1IZ x4 5 R o HE/EH

SGLTBREEM: (ICso : nmol/L
BT —— FHEEME (ICs0 : nmol/L) —
M2 [2.4:19.?61.45] [12;3,11(;10]
M7 [1431(,)2181] [452%%1]”
REALIR [1,412é,236.43] [2492(?,(;(;90]

AEI DR HRD HAVTATEEIE [ ] 9S5%IEE X
a) 30umol/L TCOMERDIEEM [ ]: 95%EHHEXH

7. HE
(1) BEAERAL B UHE 8

fREER A OB R BE A7) 7a P U 2R O#&E Lz & & JRTPDDREICIR L ORH 23 R
shie (V74 OESZH),

(T b, £X, H) O

[(MC] A7V 7a vy z2Rnfh Uiz & 2 OBKREO FHRIRE X, 7 v M RO X CixdEd e (B
5 8:93.4% K 65 1%A3 k) . Vv TITIR PR (B G- 8 0066.5%03 8k Th -7z,

(2) HEitE
1) R
OLAEE! L2
fERERR AN B M 9f]) ot 47U 7 a v 2.5mgh ZEERFHEIRR O 5 LTz & & ORBLIR K OSARE o #
H%T2REME CORPHRMRIILLT DO LB ThoTz,

H Al GAR 7205 ] T ORZEALIA KL OGO Jr it

. R (%)
" KRB M M2 M3 M17
2.5mg (n=9) 4470754 0.00--0.00 103=1.10 0.576+0.113 47340608
LS = R R
O ERED

fERER N B L A7) 7 a Y Smg XX 10mgA 1 H 1E7 H B ERTRERO#FKS Lz & & OREE LD
M2D1HRFHEZRIZLIT O LB Th o7,

B4 5 ORI R M2 S iR

- N 1A R (B 5BICHT5%) @
Beh& Bh5 A% FEIE v
B GE 374 6.03
Smg (n=8) 7A 450 10.4
B GE 3.58 7.6
10mg (n=8) 70 H 4.04 11.0

S fE
a) BEHO~241F
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VI. EMENREICEHT HEE

2) 2BIERREEY Y
QRUBERIF ANV A7) 7u v 25mg X dSmga 1 B IEI7THM BRI ERAKE L X, BE51BBK
O TH BHORZE(AR KR OM2O1 HIRFPHEIRIZILLTO L B0 Th o7z,

AR $E H-RE D RZEAVAR K OM2 D Jik Hh i3

. . LH R RER (GRS 5%) @
55 5 B FEE o
B G 451 6.72
2:5mg. (n=§) 7HH 479 112
B G 411 6.70
Smg. (n=8) 7HH 456 1.6

S E
a) 50~ 248H

3) BWAEEREEREY
R HSRERRE 2 O 2B SRR R E LA 7 ) 7 a Uy Smegh B RTH AR O 85 Uz & & OREIR K OM2
DEGH T2 E TORPYMERITIUT O LEBY TH Y . W HeGFRAME M EERE FEIT ERAE 2 7= 3w

WD BT,
B[R]} 1% 125 & CORZEAAE L OM2 D JR H R
SRR (B GBIk 5 %)
X s b S %§ a)
B RRIRE S OFRE [eGFRY] FELE 2
ER [90LL E] (n=11) 4.68 9.92
HERE [60~89] (n=17) 4.15 8.64
" [45~59] (n=10) 3.25 7.04
PEE [30~44] (n=13) 2.90 4.17
EE [15~29] (n=6) 2.15 2.77
SR E

a) HEBCRERIAIEE R (mL/min/1.73m?2)

4) FFHREREEBRES)

TR TONFRER S BE (134)) ROIEWITRELZ A3 2 88RE (66)) (o427 ) 7r P Smghf
ATHLERE ARG LTz & ORZECE O GH 20 £ TOR PP =T 0 IEHEE, 8T B AE b & ¥
(Child-Pugh Class A) J OV A& FERTHEEEREERE (Class B) (2B W TRIERTH o 7o, M2ORIPHRIER G | 554
BRETERNC W TR GAR T2 £ CRIROHER 2R Lz,

(3) Pt
LR L

8. FrIVARKR—F—IZET LIFER
bt MEY) T AR—Z =Bl A O CvEA 7Y 7 u O OIEMER OBLEEN &2 G Lz, £ DR,
N AT Ta O IPRES LR (P-gp) DIEE TH TN, B AMNESY X7 (BCRP), A7 =
A AR Y N7 F R (OATPIBI . 'OATPIB3) . A7 =4 > b T AR —%— (OATI L T'OAT3) KU
MehF A T AR—Z— (OCT2) DIE Tl n>- 7= (invitro) ®, £7-, &4 27 ) 71 DOATPIB3
(2% 9" B ICsoff1393. 1umol/L T & V) 59\ \BRESEH 2 7% L7223, P-gp, BCRP, OATPIB1, OAT1, OAT3 & (NOCT2
okt U CIEBLEEH 2R S 72y o 72 (ICsofff : >100umol/L)  (in vitro) ¥,

9. BMFIZLHIBRERE
LR L
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VI. EMENREICEHT HEE

10. HEDERZHITLESE

(1) BHiEESEE
M RBRE T A £ 5 2TURE PRI R e ONE R B EE A A D 20U IR R I LB A7) 7 r Y U Smgh R RTH
[BIfE D5 Uiz & & O miEhREMKROEDTIRE T A —Z I IUTOLEY THY | Coad TBHEBEDIK FITLE
VME N3 28 M 278 LTz, AUCoo (TR ~ iP5 R RE RS R CIIIE R BE L FARE CTH 0 | & B RERE &
BECIXERREL Il L C21% E5- U7z, 728, 1 HIRFEHRICE OB 5B O OB (L&, BHEEOKTIC
PV T B AE A 2R L7299,

A5 5B oD 1 B T ORASA L IR EEHERS

(ng/mL)

307 o EHHE (1)

300 o B RAERETE (m17)
B s ] e TR R [cOrR 45-59] (n=10)
;é 1 - REMEERE [eGFR*:30-44] (n=13)
» .
it -
ik
i

H
72 (IFfH)
51 RF
FEE A RA ko HERDRIRIRIEIE R (mL/min/1.73m?)
AR G- O RZACE OB IE N T A — 2 R OPRBEHR &
ﬁﬁx%ﬁg Kﬁ%o)*ﬁ:‘ig Crnax tmax tin AUCo-o R*’;ﬁﬁkdﬂ‘%
[eGFR¥] (ng/mL) (h) (h) (ng + h/mL) (g) ¥

Py N
R (IEi?I{J)\J:] 272+86.4 0.545%+0.151 10.4+0.832 2010508 88.3+36.9

DX ~
B (IEE(I)7)89] 244+53.4 1.01+1.43 10.9%+0.752 2070%395 69.71+19.1
[?151:1(5)?] 252+67.5 0.650£0.337 11.2£2.68 2160878 57.31+14.9

R [30~44]

(n=13) 211£62.5 1.58£3.16 11.0+=1.49 2060414 35.3+10.8

- ~
L (511:56) 29] 195%+63.1 2.00t1.64 13.1+£3.62 2420657 21.8£7.10

SR A R 2

a) HERCRERIAIEE R (mL/min/1.73m?2)
b) 1HEEEPEE (%5%0~24h) OX—2F (> (EHETH) 2508 LE

(2) FFigREEERE
AR TORTREREREE B (1361) RO ATHEREZ A 2 g8 (6f1) [t A4 7Y 7u v Smga i
ATHENE 8 G- L7 & & O M P RZALAR O IEMBIE ST A —Z FLUTF O L350 Th Y | BERTHRRERE IO
Coal TIEFHE & [FIFREE T 7228, R FEATHAERE T I TI3HI23%IK T L7z, AUCo- JHREE J OV h A2 FE TR RE
PEERHICR O TIERRE L [FIFRE Th > 72770,
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VI. EMENREICEHT HEE

[R5 G- oD 1 #E s ORZASA L IR EEHERS

(ng/mL)
350
200 -O- FEHBE (n=6)
o BEIFHSREREERE (n=8) *
i
i >0 B P ERTHEREER (n=5)
E 200
1t
150
2
- 100
50
0 | m —_—
24 48
P 545 I
SEME R = ko BRE FPRERE R R, O 4% 5% T2 [ O SE B E X 7451
HA AR G-I D RZACIR DS BNRE N T A — ¥
}ﬂ:*%%ﬁ!é Bﬁ% (2] 41“%}_5 Cmax tmax ti2 AUCO-oo
[Child-Pugh/y%5] (ng/mL) (h) (h) (ng * h/mL)
EH (n=6) 228+80.6 1.17%1.40 11.0+=1.17 1800427
B2 [Class A] (n=8) 228+54.9 0.500%0.00 10.9+1.14 1720523
s [Class B] (n=5) 170284 0.500=0.00 12.9+1.85 1780260

Y = A A 2

(3) =&

R 72wl (65m%Lh ED BA244) (2427 ) 710 Y smgh A RTHER 05 L7z & X omiEhR2E1
ROIMBITE R T A —Z TN T D ERBY THH=Y, BRI WT, FEEEE (20~405% O A B8
B et A7) e Smgr AR A#K G L2 DT A—4 LIl U THBERIEWVITRO il o
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B AR R
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SiE 1126205 FR 145 (0.1%) (2B ASER®D HAL7-, SGLT2FLEHMNTIFIRIEA 24 L. BikBIEDHL A%
BT2EB20NDHZ L0, EEBLE D VE LB LB L 7o, AHIIRA H IS5 B 7o KR #ika 217 5
EofEE L, BlEEZ+HIATHI 2 &, B, 2R, HR, ERTEOIRERN & 5 DIUiKR RIS
T, RIS O B) 70 & 217 5 Z &, BAKIZ ] & e = M 2E & 5 ol de - JERRIESE 2 FE B
L7eBIRHESNTWLOT, +iEET 22 &, (V-5 EERSLARIEER L EOMA, V6. (1) &
OHE « BRSO H 2 BHE ., I-6. (8) mim#a, VI-7. 2) HAEE L ZOHEHE OESH)
HRIKBIEOTS Bk E & HITHAKICE VAL RN D > EELRFR (MEEL2 ST - i
SE. BERRIFITE BT Y R—=3 A @25 e MUHFE B REAS)

11.1.4 & 7 1 SEORLEIRGER OIEFI T, 7 b7 ¥ F—= ZADEFINERE ST, ARG TI3BE 4 71

1TV, BEPNRD LN HEIIEIFREGEZPIE L, @URAEEZITH 2 b, (VIS EEREARWERE L Z
DA DOHEBH)
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(2) ZofnEIER

1.2 TDOHOEIERA
1~3%Ai5 1%A i A
JYLSE SRS Phgs B vV HIE, PRI RR
Yu o MRS
RGN e R BR B HNE
PR R PR A E WV, FEMED E | IRE
ANECEE
R ORK i [AldR oD F
JilEg e 1B
H IR XA TR, HEEMERE, | O, R, IR R
JEIR . NE BB IA
B & K OVFz AR W5, B Z O PEIE, FHRE
e o 2
il s SR M OV i
A e P
B R OPREEIES | SR % IR
AEGE R M OVHLE FEE 2 5 FEE IR R
e
— i - R REE 078, ek Wi 7)ek, ZEhE
i PR A A3 M B AAREEIN, JRAEB2 | CRPHEIN, B MmEREIEM, | KEBD, h 7 L7 F=
v raT UM, R |~ R 27Uy MBI, ~F | B
A mEREE Y, RP T AT | Ta v, REAs
2 U IRBE M, PR R A A B
PR ARG M. IR F R B
P JRAFPARIMEREGME, NAG
Hm
(fg7n)

IV T g SEDO2RE R IR BE At & U= E N RER 1262019441 (0.3%) UL EICRI L-RITER 2 L
7o E£7-. BERFHICBWTERBIN-ATER 28 L,
HMENEERRBR TR L TWAERIZHOWTIL, BRRABORRESE S LI H L,

BIERBE—ERSF

EHRAEMERARBEHEERVERREERE -8 (Lt 7 1 E&REE)
ENEERFRBR 2B T, 1262617236651 (18.7%) (ZEIERANRO biviz, EREIERIZ. 8R356 (2.8%),
RIEBESE3OF] (2.4%) . JRIP2I 7 v 7 a7 U UHINR6H] (2.1%) Thoi-,

L AENVERRAT X S5k

126215

BITEH S B (%)

23661 (18.7)

RIVEH OFEE

FEHLBIE

FEEE (%)

Mg LY o RREE

1

0.1

EXEEEa

1

0.1
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VII.

W}

£t (ERALOIESF) BT SHEE

RITERI Ok HBRBIK HHEE (%)

CEPEE 6 0.5

| RMRCEREEE ! 0.1
B A D T o1
B R B R o1 T
L R I R o1
B T A B I o
R R N TR
LM 1 o1

TH L OkEREE 1 0.1

| Eu 1 0.1

AR PR 4 0.3

RERWSMANYE 3 02
ARRG T FE R

IR 43 3.4

CREERW | 2 0.2
B R I : 02
A Y = L o1
R A R
T ————hhkbk)bhH HHI I N S
I s 04
N L o1
AL - S I | o1
HEERMERE 4 03
R L o1
R L o1
LB EB)EE T o1 7

% - R EER L ORGEORE 13 1.0

PRV 1 0.1

A SE R b 1 0.1

| B Al 1 0.1

YL RS L OV AR R 28 22

NSRS ! 0.1
N S T L o
AR o o1
RERACUSE v o1
EEME T S 01
R L o1
RERREE CR 02
3 RN IR L o1
_____ EEEN VS E 4 I
EEGEMERNEIR R o1
B R T R
AEPERE S T o1 T
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FIVE A oFEEE FEEUHIEK FHEEIE (%)

RS IR AR A 92 7.3
| TI=Y TR/ NI AT =T RN 1 0.1
RETATSUBE 2 o
R T o1
| TASTRVBT S by AT =T—vEm R o1 T
| REB2Izw w7y wm 26| 21
BPNTEFADIAIHI=F—ewm | R 0s T
meey e swm T T o1 T
e R 02
o E VAT A 3 02
s LT F s AR e I 02 T
B g N N o1l
| CROBRERN e 06
RS L o1
i e S S
R L = 3T 02
W/ ABIN NG AT =T R o1 T
R AN e O T o1
o~ bhsYy b N o1 T
RPE 6 | s
ERZaESRY R o1 T
| ~EZwewgm R A o1
S T o1 T
EEEVAEAMM FTTITITTTTTTT S
B i e e A
BT 7 A S o1
B 2 R ol
ReREcEM A R
RTRMEREE 4 03
| BmERESE 4 """"""" 03 T
RTAmEREE B3 o
LEREETY L o1
RWHRRSERSERAE o
AeEREsEWM 2 A
U SERmgyEREM T S R
RbEAME s 04
= O O 15
R NARRRYE o | 07
| xEFLCEM o1 T
S NS SO S
EERERE U ol
PRI N 3 T 02 T

R L O REE 36 2.9
U ISR (SRR TR 0.1
R I 3 02
@AY Y AGE i R R
BN s T
i e T o1 7

B AR IS KOV & fi kI = 2 0.2
I R SR Lo 0.1
HE AR 22 HY T o1 7
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FIVE R OFiE FEEUHIEK HEEE (%)
B, BB IO RHAOEAEY (FERBLIORY —7%25T) 1 0.1
| B 1 0.1
R R 10 0.8
____________ 2 02
____________ R
____________ R
____________ 2 02
__________ 1 01
4 I 02
Py - T 01
Bk KL OUR K BEE 41 3.2
T 2 02
L A : 02
E e e e 28
I Y I T R
T I 01
CELTRR I o1
AR X O Rk E 18 1.4
| REERTSRREASE [ 0.1
S R S S IO S
RSN CH R 02
| BEERCOREE 9 07
ShemoERE | R 02
wRRSA T o1
MR g, FERES & ONERm B 1 0.1
| P S 1 0.1
Fe &8 LU THfk R E 10 0.8
L 2 r 0.1
I I T ol T
B S S -
s U S R P S
eRGEBESOE [ IR 01
K [ A o1
E N 2 02
AEIRE R G %6 [ o1
Ifn 8 i 75 1 0.1
[ i 1 0.1
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V. £t (EALDEESF) CEATHEE

HEEEE, G0HE. EEERVUFHOARSERINOBERAKEBE (Lt 7 1 fE&KEH)

Rt B BIVE BB (%)

5 871 151 (17.3)

el ﬁ 391 85 (21.7)

D <65 808 137 (17.0)

(%) =65 454 99 (21.8)

<18.5 16 5 (31.3)

BMI 18.5~<25.0 602 118 (19.6)

>25.0 644 113 (17.5)

<7.0 375 70 (18.7)

HbAlc 7.0~<8.0 611 116 (19.0)

(%) 8.0~<9.0 191 28 (14.7)

=90 85 22 (25.9)

<30 2 0 ( 0.0)

¢GFR 30~<60 181 45 (24.9)

(mL/min/1.73m?) 60~<90 732 127 (17.3)

=90 347 64 (18.4)

s b e HY 173 34 (19.7)

FfhE 7L 1089 202 (18.5)

s Ho 124 20 (16.1)

HIRFEGE L 1138 216 (19.0)

*1 ASTROALTOA 72 < &b — N E LR #E % 5

2RMERFEEERNRE LEENBRERICE T 2RERRR IO I 7 4L ULt T 1 SRR

FEE FEBLRFALE FBLECOA%K (HR) R Wi MaliE ) £ Co A% (B#%)
=]
#
L
" ElE i ## 214(8]15(29(85 ﬂ%t 1]4]8|15[29(85(169
RIS ofRE & | #% | A | e || 4 7
wH | |E . S POl I
wl" Jﬁ&tlk%EwT 3|7 |14(28|84]168 R{ﬁ; 3|7 |14(28|84]168
PR =8
f s
»
)
SR P | |
REE
DB A AT 28 1)1 1 1 1
BUE 1 1 1
AL TERRME 1 1 1 1 1
DS 11 1
FHE7 a7 1 1
DA TE 1 1 1
Dy P A 1 1
Hisotflﬁ H . |
PRI E
R pRE il R P R SE 1 2 1 1|1

AR T 1




V. £t (EALDEESF) CEATHEE

W FEE FEBLRFALE FBLECOA%% (HR) R Wi MaliE ) £ Co A% (B#%)
=]
'
L
w8 . 7=
IS b T LT E ATy ot ol T Y ot I e o e Bl
ﬁﬁgﬁ}ﬁﬁ&tw%%ﬁ% \\\\\\\@RIHI?O\\\\\\\
# i T 307 |14]28 84168 Wl 307 |14]28 84168
PR =
! s
i)
)
H ki PR 212 2 2 1 1 2 1|1
MR 4|4 4 4 1|1]2]4 2011
FEREAR Y —7 1|1 1 1 1|1 1
&R 24|24 23| 1 1)1 22 2021 |7(8|3]1(23]|1 1{3]1|1|3]3]|1
i ol 1)1 1 1 1)1 1
R 515 5 1 4 L{1f1]1 1]5 2|1 2
F PRz 11 1 1 1 1 1
HIERER 1]1 1 1 1 1 1
A A 4|4 4 4 Ll2f1|1]2]1 1
B JE ¢ 1)1 1 1 1|1 1
e pE 1)1 1 1 1 1 1
THAL B E R 11 1 1 1 1 1
—f% - BB PEE S| B 1|1 1 1 1 1 1
K OB GIRAL IR | S 1)1 1 1 1 1 1
e M ERE {1 1 1 1 1 1
R MV 1|1 1 1 1 1 1
m}z) 1010 10 10 501 2 10 1|6 3
JHF R R b 75 A 1|1 1 1 1 1
FEYLIE TS OV | b v P AP RTES 202 2 2 1 1]2 1|1
HE JE I 2 15(15 15 141 1 514(5]15 20233311
EES 1]1 1 1 11 1
VESRD ¥ B 1)1 1 1 1|1 1
HTR%E 1)1 1 1 1|1 1
R 1)1 1 1 1|1 1
PR &R Y 303 2|1 3 11213 201
SRRETJ% 1|1 1 1 1 1 1
ShEERIE S VO S E 44 301 1 3 301 301 201
SIS (M R DR 11 1 1 1 1 1
HEE VRS 2% 1)1 1 1 1 1 1
AR PEREIDE 2% 1|1 1 1 1 1 1
[FAZ Ry TI=rT I NI e 1 ' 1 1 1
A7 =7 —FHN
R7 AT I 13|13 13 13 4113 |5]9]2]|2 1 401 3
7T 11 1 1 1 1 1
TANRGXUETI) NT
27 5B 1]1 1 1 1 1 1
Ry
g 31131 300 1 300 1 4171]1006|4(28|1]2 2041921
B—N7tEF LDz
SRR, 4|4 4 4 1|12 2011 1 1
AT YL E B 1)1 1 1 1 1 1
M e Y L e B 303 3 1 2 3 2 1 2
v 27—y |3 |3 12 3 1|11 1 2 1
w7 V7 F kAR
- 202 1|1 2 1|1 2 1 1
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V. £t (EALDEESF) CEATHEE

W FEE FEBLRFALE FBLECOA%% (HR) R Wi MaliE ) £ Co A% (B#%)
=]
#
L
i ﬂ& 7=
IS i g & |’ ; i | | o | e f; T T T 1‘5 2‘9 8‘5 17’9 i | e ﬁ 3 T 1‘5 2‘9 8‘5 1‘69
| B EE| Bk 3R | i RS #
W i T 37 (14]28|84 168 Wl 14 (28|84 |168
PR =
! s
i)
)
Bk b A R ! P PR | | |
s
C — BUGBPERE AN 717 5102 7 112 307 21312
PR i B 1|1 1 1 1 1
AFEEEREE N 202 2 2 1 1 2 1)1
WERERR i HE N 4 4 301 1 11|13 1 1{1]1
Y= NHEINVENT A
S 5 e 11 1 1 1 1
~< ~7 YUy MED 11 1 1 1 1
~< b7 U NN 11 1 1 1)1 1
R H i B 6|6 6 501 1|11 316 1|12 1
~ESu U 11 1 1 1 1
~ES TN 1)1 1 1 1 1 1
RSN 1)1 1 1 1|1
KL E Y REASN 303 1]2 3 1 111 2 1
B ERECHE N 1]1 1 1 1 1 1
RISZARAESMERUR SN | 1|1 1 1 1 1 1
AR M R 11 1 1 1 1 1
R ER N 212 2 2 1 1|2 1 1
DR R L BR R 4|4 4 301 1)1 2|4 201
P BRE N 414 301 4 1]2 1|4 201
R v L BR B 14|14 14 14 3121021714 13531
DTERIE T 1)1 1 1 1|1 1
PR AR AR B 1)1 1 1 1 1 1
S ER T 4y SR E N 212 2 2 1|1 2 1
U L RERE Sy =EM 1|1 1 1 1 1 1
PR E B 5105 5 5 P11 f1]3 2 1 1
2 b RHN 34|34 34 3113 2 2 [16]14(31|3 2104|3913
PRHET b AR 919 9 9 214 1]2]8]1 3022
SRR F L CHEN 1)1 1 1 1 1 1
B R A B 919 9 8|1 1{2]2]4]9 1{2]5]1
H R A 1)1 1 1 1 1 1
SRECHEN 313 3 3 1 3 1{1]1
R KOS RE | K 11 1 1 1
# i 2l 303 2 1 3 1|1]1]3 1 2
#H Y 7 A 11 1 1 1 1
A B i 67|67 65| 2 2 |65 205(6|7(14]14]18]67 61 1 1)1
I B VAR i 202 2 2 2|2
A5 o OB e 2|2] |2 2 2|2 I
BRI E
HERIRRZE 1|1 1 1 11 1
B, BB IO
FEMI R OB AN
(5% 14 35 & oo | B e 1 1 1|1 1|1 1
U—T %)
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SRR
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e
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REEZ 5 FRIE

SMZIEZ S FEIE
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AR G

e

B2 ¥ KL OB TR
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V. £t (EALDEESF) CEATHEE

EHEREMERERBAERUVERREEREE -8 (ULt 7« RRERFTRERFAR)

a4 VR VEEF I E DG ARPAR SRR
TR AR

Be5RE L/LEE P/LEE"+ L/LEE

PSR 159 223

BIERFEBGE GEBER) 75 (47.2%) 96 (43.0%)

BIVE R Bk 214 285

BIVE M OFEE B (%) B (%)

Lok P 1 (0.6) 1 (0.4)
| 70 2 A VRRLE 1 (0.6) 1 (04)

R B 1 (0.6) 2 (0.9)
mgERbE 1 (06) 0
R e 1 (04)

H S 7 (4.4) 9 (4.0
R 560 6 @7
I S N X 2 L4
CHeEGEERE 1 e |1 (04
i Y R

— - EHEER O 5O EE 7 (44) 11 (49
g 1 (04)
18 7 (4.4) 10 45

JEYWIE } K OV HUE 13 (82) 14 (6.3)
BEMEZR 4 @5 |4 (Y
M@=z |1 (06) 14
s S TN X 2 14
A A S TN X 2 T
b e 4 @5 |4 s

ST LU A RE 4 @25 | s (2

B, PR IUOEAIHE 1 (0.6) 1 (04
ESE 1 (0.6) 1 (0.4)

i R AR A 5 3.1 6 (2.7
MR A e ] 1 (04
CABEREMERRREM | 1 (06 | ] 104
[ NN 4 (23) 4 (18

AV PSRN S s 49  (30.8) 63  (28.3)
TeheffE 2 (13) 3 (13)
K r e |2 09
65 47 (296 | 59 (265

B R E K OVE Ak & 2 (09
BGL i B AR 1 (04)

5 A 1 (04
P, B XU OF LUK

%%f%gifwiﬁfﬂ BrEY (Tl IOR L ©06) L (04)
it R 1 (0.6) 1 (04)

MR R IEE 2 (1.3) 4 (1.8)
L S N S 104
B —nSy— 04
e S T X R A B
g 1 (0.6) 1 (04
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. &£t (EFRLOIFESF)

B9 5I8H

BhR L/LEE P/LEE" +L/LE¥

BIVERH O FiZE B (%) B (%)

FEARE 1 (0.6) 1 (04
| 5o 1 (0.6) 1 (04)

BB L ORI RESE 16  (10.1) 23 (10.3)
B R R 1 (04)

L e 16 (o1 | 21 (94
GRAH T e | 0w

R D O

AR X O EREE 1 (0.6) 2 (0.9
BRI ST RIEIE 1 (0.6) 1 (04)

Pl % 5 FERE 1 (04)

R &8 L O TRk E 3 (1.9 4 (1.8
e 1 (04)
k. O 1 (04
I S T ) J A R X
W R 1 06 | 1 (04

L/LEE : v F 7Y vad /veAd ) val o, P/LEE: IR/ A F Y TaD Rkt

LA ) 70D B BRI S RE L BIER O 7 & 45

QGLP1Z2BAKEHE L DHARBIREHAER

RN e S 5 76

BIVEFAR BB CGEBEIA) 21 (27.6%)

BIVEF 2 B4 61

B o fl 5 Bt (%)

TR LD R REE 1 (1.3)
EZsE 1 (13)

Lol PR 1 (1.3)
| b LR gE 1 (13)

HEEE 4 (5.3)
e 1 (13)
R 113
I R NN o)
KL 1 (13
A a3

—% - AHEER L O G OREE 3 (39
B 3 (3.9

JRYLIE RS L OV HUE 3 (39
S SRR Lo a3
Y\ REERIEE A Y HE 2 (2.6)

BE, PEk L OWE A IHE 1 (1.3)
| B 1 (1.3)

R IR R A 2 (2.6)
| 7 I= TR/ bYA= TR 113
| TARTHRUBT I/ RTvATaT—REm | OO
mepREEm 1 (13

R L OREEE 5  (6.6)
| dRE 4 (53)

A 10 b a3

B AR R L OV ALk s 1 (1.3)

IEGEEES 1 (13)
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V. £t (EALDEESF) CEATHEE

10.

1.

BIVE A OFESE B (%)
B, BB X OSEAH OB AY (BB L ORI —F 25T 1 (1.3)
B L a3
VAR RN T S 1 (1.3)
1R SR 2 (2.6)
I Lo (3)
SHE N BRI 1 (1.3)
BB L OREKREE 7 (9.2
IR 7 (92)
AR X O EREE 2 (2.6)
| BYEROCRIENE L a3
RIS L a3
Pl % 5 FERE 1 (1.3)
&8 KO FifkkEE 2 (2.6)
|BAREROSZE . L a3
55 1 (1.3)

RRBRERRICRETHE

12. ERRERRICRIFTEE
AANDOVERBEFIZ L0 . AFIIRA TITRBES M, ME1,5-AG (1,5-7 > & RuZ vy h—)b) KiEZRT,
RBE. MELS-AGOMERERIL. Mz v e —A0BEL TR LRVOTEETH I L,

(FRFL)

AFN O FRBEPEAE T L 0 RBEDEERB A XM & 72 5, £ 72 M5 1L5-AGITRBEPEM DB 252 1T 572
MELS-AGIFEAE 2R3 & B 2 Hivd, IR ONIIELS-AGIE, FERIFIZIT 2k 2 il 3 DR fMmd & L
THEHIN T2, AAIORAFIX, ZOREHERImMEa v a—LDBE L3R bR0OTHEETDHZ
Eo

BERE
HEESH TV

BREDIE
[#€2.5mg., %£E5mg]

14 #EHEDEE

141 EFIRFHOEE
PTPEZEDIEANIPTPY — b2 BV H LU TR T2 L 583552 &, PTPU— FOFRERIZ LV | fif
WELA A BRI~ L, TR AE2B 2 L THERIAR SO EELRAIHELZIFET L2 L1 H
2

(fiF#5)
H 3R 2405 (CERSE3 H27H L) TPTPORAEKK HRIZ DWW T O LEHbEHIAICESWCRE#H L,

[ODJ « JLL:2.5mg]

14 BRALOIEE

14.1 REIXMARDEE

14110 TA3akeHn <, Eol (T 4vn) 2RO L TRAT L EOREST D2 L,

14.1.2 AANIFO LICOE THEREZRESEL LT 5720, KR LTIRAWETH S, £z, KTR
HT25Z2&bTED,

(figs)
OD” 4 /L AFIHEDEEFHA L L7,
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V. £t (EALDEESF) CEATHEE

12. ZDMDEE

(1) BEERFEAICED C1EHR
HEESH TV

(2) FEBRIRABRICE D C1FEH

15.2 JEERPRERER(CE D < 1Bk
MEREZ ~ MIZAHI4, 20, 100mg/kg/ H A 10408 fE SRR A e G- U725 AVJRPERREBRIZ I WV T HELZ 100mg/kg/
H (RKEERHEREAE (1H1ESmg) 25 LG 0iRER (AUC) O18f%) #Hth Lzt &, BIF
(B R . R R AR RE R OB RN U o SE I I A5 BRI 0D 8 A B FE BE NN ERD BT,

(fig)

NeA 7Y 7a Y E0mgke, 4mgkg, 20mg/kglk N00mg/kgDFe 58T, MERERSSHI/EEDSDT »~ MZ1041H
MR G Uiz & & OFBAMEE G L7, 100me/kghf () CRIE TS G AIaE (B & ONEM) |
FEELICRMAaNE (RAME) R OWSRIIE Y oS8 o i I O SRS B O N3 ZR O iz, (IX-2. (4) 23
ARVERBR  DIES )
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X. FERFRHERICEAT SIRE

1. EEER
(1) FEEEHER
TV S BIY 2HH ) B8

(2) REMFEEHER
HARARIE R DA R R ORI RIS T Db e 47 ) 7w o v OB A T L7127,

e TR BEE (mgkg) e rn
[N E N FENR G
ke (MEBI, ) (5.4 1E) PRI
LR T 7 R 10mg/kg : $5& 514 24F 1L #RAH 1451
(ﬁﬁﬁiigé F v b 0. 1. 10, 100 100mg/kg : % 515240512 % FR6%I, ik
HH ) (k. %&6) (H[ERE M) 5 R OVR I 201, (R BRI K ONE
ilg B HRAREE DR T4 1491
S — F v b 0. 1. 10, 100 —
% s (. #6) (R H) o
i 7 b 0. 1, 10, 100 100mg/kg : £ G- 1 8 Ik [ 12 (KR A% T
8 (. #6) (HA[EIR 1) (-0.5°C) , #5524\ [F14
SR >
ey 0/ Hj
N ) i (%5) (in vitro) hERGE it % 7. 7%
M| e e ELEy MEH 0. 0.1, 1, 10pmol/L | . .
%@ O B D TR BN BB AL SLEE (HE. 456) (in vitro) L
T SRR DR g o 0. 1. 3. 10 ’
B O AR (R, %4) (BT 1) WERL
(F LA NY—ik) ) i
R IR B E _ 100mg/kg : $5-%8HFRIC 1K R D
”%jé (Whole body 7( fé b #8) 0. (%‘EI%Z‘DI)OO AN (+19% vs. X HRAE) | 12 514 2405 H]
% | plethysmographi) - i ES

HEK : bt kR AN SkAafk, hERG @ b FEBIEE NS U 7 AA T o F ¥ RIVEIET

(3) ZFDfthmEHEHAER

1) ZOfD T I)ILa—XE@ERKR (GLUT) (2xi9 51ER

(OGLUTI1, GLUT4%Z A L7z 7L 2 — A IARIEMEIZ % 216/ (in vitro) 7
il LK OB AR I F W T GLUTHEA > R U IR 72 7 v 2 — A A %, GLUT4{ZA R Y
WFER R 7V a— ARV ABREZH > TWD, A7) 780 OGLUT1 K OGLUT4IZ %3 A 1ER B &
MZT D7, GLUT1I R ONGLUT4%A %8 L 7=~ v ARG IR RO IRIMIRER3 T3-LIIIRIC V427 ) 7 a v
ETML, SOoumol/L [MC] 2-F 4% -D-Z /b 21— 2 DHINEN~DELY JABTEMEZBIE LTz, Z OfEHR,
N4 7 7 e lumol/L, 10pmol/LE R00umol/LIZIB W T, A A Y UIFE T O Z /v a2 — ARV ARE
PE | TNEN2.66%, 10.4%K%TV433%HAE L, A AV VIEFLEFO TN a— AR ARIEEZ ZNE R
3.25%. 11.1% K% U41.1%MAEL-, L EX Y., GLUTI LK OGLUT4Z A L7z 70 o — A B0 AR &M 5
HZNeA 7 7a Y OEFEMIL, v FSGLT2MAEEH (ICsoff : 2.26nmol/L) (ZH~RF5\NZ & 238 & 7>
LAY e

@GLUT2% At L7z 7 v 20— A AR K9 B VER (in vitro) 7
fFlg, BElg 3 1T D 70 32— A H D GA B K OV i & I~ 7 0 20— ALY iAZ % 1 5 GLUT21Z %14 %
Nt F 7Y T7a P OEREHLNIT A0, GLUT2Z 388 L /- EBHIARMING i 12 vt 47 ) 7 o
DU BTN L, 50umol/L [#C] 2-F F % 2 -D-7 )L a1 — Z DRI ~D BV AR IEVEZ Mgt LT, 7 Ofs 5.
A7) 7 e lumol/L, 10pmol/L % TN 00umol/LIZH31) 5 7 /v 2 — R ALY SAH DR ESR L, 2
N5.51%, 3.73% K 0V2.44% T, L4271 70 P ZGLUT2Z 1 L1z 7L 22— A IABRIENEIC R LI & A
CIHEMRHZRS NI ERHELNE T2,
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2) FELSVAKR—E— A FoF v RIVRUZERKIZHT Z4ER (in vitro) ™

thUarery b2y 3T v MEfkE RO, T AR — =3, A 42 F v 2OV L O FIR
RO R H o ROFESIZHTALEL 7Y 7ul L OHEER 2B LT~ FOfEHE. Na™ channel
site 20K REYR Y H o REEGICRT 2084270 7120 OBRERIZ, 100umol/LT66.96% T & - 7273,
10pumol/LIZHB W TIX14.98% Th -7, 7=, /A7) 7r v iE, Neurokinin 152 BIKOK R Y
RAEA 2% L C100umol/LC58.75% D P ER 2R L7223, 10umol/L Tl &< LE L o7, £Dd ~F
VAR—HE IR, A AT v FNATE R O FERSTEOR R 72 U Y RIEEAICRT 2 ERTIVT Y
100pmol/LClE35% A, 10umol/L CiX18%Kjii Ch -7z, LAIEX VW, KN TV AR—F— A4 F %
RNV OZHED Y T REEEICRIT 208470 7a o o OBEEMRIL, & SSGLT2FFEEMH (ICsff :
2.26nmol/L) (ZH_RGHNZ ENRH LM E TR o T,

3) AEEMIMFER (BEHERFES v k) ™®
HEMESDZ » b (73 (ICIE &R a iRz 5 2 T, BREER (DIO) 7 v FEERL7-1%. JE
HAETICBWTEE It A 27U 7o LTC3mgkg Mk ON0mg/kg 1 H1[E32 H B ERAEE L=
(FEE103039%1) . RAE R 5-BRLART R O 529 H BIZREZBIE L, #531H B2 524K DR 28 H L |
PREEHEHE B A E Lz, EFEMRE LT, @EEY a BE2 A LARAWHEMSDT v b (18l (it
FIAEROKS Lz, TOME, ve4 70 7 o2 033mgkgk ON0mgkg D% 58 CREGHEE 2 G &I
s, REZEREE A EIZHIE L,

RS A 0427 7o o (B531HA8)

5B Beh& (mg/ke) PRAEHEM & (mg/24h)
JIEL e St HEE — 3.10.20##
ATy T 3 2547.9+ 1444
ATy T 10 4937.7+261.2"**
TE 5 TR — 45+03

EEE SRS (IR IR, v A2 ) 7 u P 10mgkg kL ONIEF RTHREE - n=10, /L& 427U 7 1 ¥ 3mg/kghf : n=9)
#ith © p<0.001 (IEF st FRFEIZ %19~ 5 Student Dt &)
ik p<0.001/2 (AR R FREEIZ 592 Welchd thi £, Bonferroni ™ §{%%)

HBEBRIZHT L7 7l 0 offfl (5298 H)

(%)
147

127 ‘|’

107

R
Nt
— %

47 stk
: B
0
FEL i st HR 3 10
NEF 7Y 7aPr (mg/k)
EEE YRR E (ISR UL A2 Y 712 2 10mg/kgl - n=10, /Lt 42 Y 71 3mg/kghf : n=9)

WEZELE (%) = [(F529H BOKRE—HERBATOKRE) A E5RIaRTORE] X100
* 1 p<0.05, *** : p<0.001 (AR xf FREEIZ %3 % Dunnettod 2 5 i i )
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4) BHE~ADEE HBERAEEBES Y M) ™

N F TN 7Y DOBE~DORBELZRSNIT 5701, HRFIERIEETT LV THHT2DNT v ~ (145
Alm) [Z@ER, veA 7Y 7evraghEEse (R5EFEMEE L Tlomgke/ H). ACERERITH 5
U ) FUNEETRHEIK (B5EEEEE LTlomgkg/ H) XLt A 7y vadr Vs ) FU g |
L RO ERAETIFA L3y AG- 2, RERAIEIEE (GFR) IZOW M L7z, S 62, &K T
BICERERHL, ~>v V> U7 a—adefaikd O CGRERIRREE 2 27 K OB B LR 2 FIEIC
AR 2 T o7, £, ST E U CHOIART A VA VAR TICHEL TS VA v o&E%
TN, 3% BRICEREDFME&#4T 577, FO8ER. LA 7Y 7a o #ERETIE. RSB CRD LR
7-GFROAL TN EZICIH & iz, AT, vied 27U 7 a0 RE5EClE, JRIERIREE TR b RER
KIEE R 27 OV BERME RO EAAFEEICHE SN, Sl veF 7)oyt /7Y n
OPFRBRC BT, A A GRE L e U CORERIRIREE X 27 KOV ERERMELRENERIIK T Lz, —
FFo A AU BRI T HGFR, SRERRREE 2 o0 7 K OVE BB ME(L SR 1T, S RE IREE & el L TR &
IREEROIEN -T2,

AT Tarn
SRERIAJEME B, SRERIRFESE R a7 K O B E R LRIk D 8

(mL/min/g-kwt)

0.7
0.6- *
~ ES
ﬁg 0.5 ol
= o 4
. :
JE@ 0.3-
=4
(FR) ©-2
0.1-
e R Y R T R VD
7y ruyy FYn
(%)
4 351
i #
. # 30
7N 31 FiX
R . B 251
& *% 1 gzm ;
Bz § A #1 1
& R
=S 101
7 ! #
5-
0- FHAT RERNE A v B ARV~ O- FHAT REERE A v BH A RAY >
ryyzayy FUnL ryyzady FYL

EHIE HEYERRZE [GFR ; 500, WEETREE, LA 7 ) 7u Pl RN o FU VSR n=6, OFHRE
BOA A B GRE n=5, RERKIRE 2 27 (B, SRERED) ; #G81 (n=6, 180), JNREXIREE, /v
ATV TP ROA A CERE (=9, 270), V¥ T U NAREGREROGEARE (=8, 240), BRH
MAELR (EWE, MITEALED ; BE5HT (=6, 60). JWEEXIIEE, LEA 7Y Tr P RO V2D U #E
B (0=9, 90), VI FIUNAREFEROOHIRE (0=8, 80)]

#: p<0.05 (Holm-SidakDiE ., #¢5-7ii & D L)

: p<0.05 (Holm-SidakDHjE, FifEXRIHREE & D L)

: p<0.05 (Holm-Sidak D& E., /N A2 7 u P #55E L D)

: p<0.05 (Holm-SidakD#jE, V /7 U AR GHE & DHE)

- o *
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2. =EEER

(1) BEREERSEEHER

BT ER R WM oD £ 5F & s PP EREAS
(HEBI, ) B5E (mgke) (mg/kg) RAEFTAD SV RBRAR
LK OEE A ERE b L
Z v 180 B 2000 2000mg/kg : FIEEHEDIEN
(Ml 45) 0. 500, 1000, 2000 =500mg/kg : BIEIROZ L ERIE, TH) ., (KE
KAl
280 % R OEERGMEFEEE I L
) 0. 60. 300. 1500 >1500 1500mg/kg : Mgt
A o X =300mg/kg : fEMER O @RE, KERE)
(2) REHESEMHHAER
By FE ® 5 EREER R B s SRR
(HEI. n) W | R (meke) (mg/kg) RIEPTRD 5 IR
500mg/kg : FETC (HEIBY : $eH250), HEHEROZE
b (@kfE, TH) ). TH (F). BEHORWIR
AOYETE K OSKEIEARE . & A5 DR IR 2 5 e OV AL
Z v R8D 1 1 o I - 20 Bi5 ()
(ke 4510) "l 0, 4, 20, 100, 500 I 4 =100mg/ke : #KE (), SHEESME. Bk
HORFIREEE OO A ()
=20mg/kg : REARME (). HIZIRE ORfIREa R
FOOS A (1)
VAR AN
Z > k8D 133 wo I : 20 100mg/kg : MREANAE (). HICHRE O IREE
(HERE, 4510) R 0. 4. 20, 100 I 4 RO A ()
=20mg/kg : HITIRE OREAREEZ OO S A (1)
100mg/kg : SETC (BE1F : ARE1TH ., EIEMEER
F s RS 263 & — EEIC L DT, BB A ()
(HERE, £12) I 0. 4, 20, 100 e =20mg/kg : REARME (). HITIRE OR IR R
B A
%8 1% A N R - 2 iE]ltO&X AEMRIR O Y (E, KER(E), KE
(MR, 453) # AR 0. 04, 2. 10, 50 M = 1mgKe - > v AR
KAE
A X 1338 N et - 2 gtibfmﬁ°”% 5 OIEfE
[ KE - mg/kg : IRILEK/NT A — 2v[1=R
(HERE, #3) 0, 04, 2,10, 50 > |0mg/kg : WKIE. (THISHE ()
A X8 . s . BT L
ke, %3 | 2 | 0 04 210,50 | 2 1S omgig : b, pemimg
Sl &0 . e
(e, %3) 14 H 4 0. 30. 100. 300 WERE - 300 | BT R OEHEE(LAR L
L5 \ wn . e
(k. 53) 1338[# 0. 10. 30. 100, 300 WERE - 300 | FET R ONEMEZ B L

(3) EinEEHER

A 2 TV DA IR 22 RS Sk i FLAEAIE 2 W 2 BUR F2ERA SRR (v 7 2 U v 7 o — < TKRER) |

T

r &2 W5/ ERER K IR EHIDNAS KRB O4->ORBRE FEH LT~ ~ 7 2 Y 7 +—~TKREBR O R
SLERVE DO RENEHALRTFIE F CORGHETH > 723, TOMORBR TIXREETHY | BEFEITRD bk

VRS Y
F7.

ERN RS S

HTH DMK OMITIZOWT, Al 2 W 2 18 )5 92848 SR K OV FLAE A 2

FN B S TR R (=7 2 Y v 7 5 —<TKRER) D2-oDRERNBR A £ LTz, ZOME, W
NORFWIZ BN T HBBEMEILED bhienoTz,
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(4)

(5)

AR HEERERT)

NE A7) 7Y & 0mgkg, 10mg/kg, 30mg/kg K (N100mg/kg D 55T, MEMESR 5561/ DB6C3F1~ 7 A
245 AMAER NG Lic & S ORDBAMEZBT LSRR VA7) 70 D U BHIZ LD BB AMTRD S
nigmoiz,

T/, VATV T v Y& 0mgkeg, 4mgkg, 20mg/kg ON00mg/kg D% 58T, MEERSSHIEEDSDT > K
(2245 HRER Q&G Lic & & OFRPAMEZBRET L7 R, 100mg/kghf (k) CTRIF I EMalE (RYE&
OVEE) | REBLICHMIRRE (BME) R OUBMMLY o _EiofmE g (R ROVEME) O ESEEYE O MmN
WO BT,

AEHREFEAR
1) ZHRERVERECOVHEREIZETIHE (Sy k)
A7 U 7u Y &0mgke, 30mgkg, 100mg/kgK ONB300mg/kg DFE -8 T, HEHER2061/FEDSDT v D
RELHT MR OSBRI . S GICHEICITZ O%8~11 HIH], MEICIEIRTH £ TROKYS Lz, ZOR%E, #Eo
30mg/kglh EORECTIRE K OREIGIN & ORI, #ED300mg/kgDFETHEAE, TH, AE LK OKREIINE DK
@ﬁ%@%ﬂtoit WMEJE D 100mg/kg Pl b D BETHAE K& VT, 300mg/kg DEETE BB DI AFR D Hi
koﬁ@%@éﬁ% B LTI, mmg@ﬁ@meWﬁ&U%ﬁﬁ@ﬁmb O BT, IR A
WL TR, WInol b Lt A4 27 ) 7e o EOREBIIRD b o, EHEERIT, BE)O—ik
FEMEIT R U CHETIZ30mg/kg R, METIX100mg/kg, Eﬁw%_ﬁbfwfimmw@ Mt T 1% 100mg/kg.
AT A 2% L C300mg/kg & HEE STz,

2) BE - BRIRSAECET HHER (S b, YYF)
OFPANE
NtEA 7Y 7 a T 2 0mgkg, 50mg/kg, 150mg/kg K ON500mg/kg D% 58T, AEURIEMESD Z » R 2051/EED
JRVRSRE TR (EIRT~17H) ISR OE Lz, ZOE., REWICE LT, 150mg/kgl O8500mg/kgit
CHRAE R OV, FLPYJE PR/ TR DG L, R M OMAE RN & O N & OIKEFER D Hiv, £
72500mg/kg D IHNC M 23FED HAL7, I8 - BULICEE L TiE, 150mg/kg &% ONS00mg/kghf T #4628 B HI BT
DEENN, 500me/keght CIERERII VAT DA, L5 PRI/ 00 HHERLSE 00 BE A K OV (L34 T FE OO AR AE
DWERD BT, WML, RO %I L TS50mg/kg, AEFEREREI 6 L T 150mg/kg, R - JRIEEE
2%t L C50mg/kg & #HEE S iz,

@ Hx7
Nt A 7 7 a Y 0mglkg, 250mg/kg, 500mg/kg K TN1000mg/kg D $¢ 58T, GLARIENE & - S 1961/FE D I
IREE A (ER6~18H) (TR AL L7z, ZOfR, REMICBI L CiE. 1000mg/kghf TR K OMAE
s O, BEEEORERE ML OYE QF) ., FE (4)) 2886l IE - RIBICEL L, »WiT
NOBRZH A7) 7Y U B ORBIIRED biveho o, BEMERET, BEmo—HEMECK LT
500mg/kg, AEFHMSHEIZ X L CT500mg/kg, AR - BR IR AEIT)E L C1000me/kg & HEE 7,

3) HAERMKRUEEZDORENL KICRHADOHEEICET HHER (v k) ¥

A7) 7na Y 0mgkg, 15mg/kg, 50mg/kgf ON50mg/kg D H-EC, HIRMEESD T » F20BI/EED &
IR OHER (WEHRT H ~0ift%20H) £ COMRMICR NS Lo, 2O, BEWICEE L Tl 150mg/kg
FECHR G MM OWENT, WAE L OVIH, (KE R OEBEEEOENGRO NS, vt 7Y 7r v &E
DEET %@@%hiﬁ?ﬁloﬁo HA R OIAICE L TiE, 150mg/keght TAE#% 14 TU21H E CHAERARE O
EREO NN VA7) T7a Y o BEORBITRD b, HAROAEERIC O EITRDO b
&ﬂokoﬁ%ﬁ%ﬁ\i%%@e%ﬁ@mﬂLramy@\E%%%Lﬁbfwmg@\mé%w%im
*FLC50mg/kg, HAVE O AEFEBEREIC % L T150mg/kg & HEE S iz,
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(6) BFTRIHMRER
HRARE FH R IIRE 1 T D72 RFTRITEIERBRI T 20 L 72> 7,

(7) TOHOBHEL
AR L
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10.

1.

12.

AHIX 5

el #l 2 vt 4 BE25mg, LT ¢ BESmg  ALTEEE SRS
Nt 7 40D7 4L 225mg AL ESE LT
) EE—IEREOWNLFZCLVERTHZ L

ANy

B AR
5

LB F Y Tk

V&7 1 §E2.5mg,

)Lt 7 4 8ESmg

b7 £ 0D7 4L A2.5mg

AEIRETOITE
E-SirkES f

Rk EDEE
L7

BERITEM

HBERMERLTA R HY

<FVoOLEBY : HY
Z DAL B B

N7 4 BRASNDEREIA~ RMPO U R 7 g/ MEIEEI D 7= 91

[XT-2. FOfoEEER ] OIESH

F— A5
71— sy

. FE
B

EEREEAB
20144E3H24H (AA)

HERTRRBFEABRUVRRES., RMELNHBFAB. REFBEAR

BRI

34F
34

TER S LT &)

LR BOBIRIEAGRAEH A AR HAMEIEHEAFA B | IRFEBHAAEA B
L7 4 §iE 2.5mg 201443 24 H 22600AMX00540000 20144523 H 20144523 H
Nt 7 4 BE Smg 20144F3 H24H 22600AMX00541000 201445 23 H 201445 23 H
/L7 £ OD7 1)L 12.5mg 202242 8 H 30400AMX00027000 |  HEAMFEHERILHL ¥ Fe el

PEEX (THREM. RERUVAEXEEENFOFABRVUENAR

BARRANA

BEERR. BiMiBERARFARRUVZORE

FE L

BEEHM

84F : 201443 H24 H ~202243 H23 H

REEAREHIRICEE 9 S 1EH
AAHNL, FEPAMIZBET 2HIBRITED LAV THR,
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13.

14.

£EI1—FK
JELAE B S L | R E RS o — R B Lt~ NEE e
IR 52 ’ . . HOT (9 2 e :
BT A IR E S = — B (YIz—R) ) &% AT A a— R
L7 ¢ §E 2.5mg 3969020F1020 3969020F1020 123357503 622335701
Lt 7 4 BE Smg 3969020F2026 3969020F2026 123358203 622335801
Lt ~7 40D7 ()L A
2.5mg
RiEfEfFH EDFE

YL
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