2019 4 10 H sl (55 12 ki) HAZREER D EES - 873969

EERSAVFELI—T+—L
BARBREHFITR O IF B8 2018 (THHL L TR

EIRASGLT2RAEH-2AV ¥EFRIR A RE A -
rNRZ 70O L KFIEE

sH: HF)

Nbﬂmﬁzomg

DEBERZA. Tablets 20mg

F) IR -ERMFOLAZRICLYERTSL

#l TaNLa—T 4058 (AR - BEAY)
2EDORHERXD LAEEESR AE-EMEOMAZEICKYFERT S &

&

'

]RO® & =E|1fEhrKR7)IODUELT 20mg

_ i P M 2 tERTYTODUKNY (JAN)
8 # & . Tofogliflozin Hydrate (JAN)

HERFEFARZIFAE | AERFTEAREAH 2014538248

i # IR & - | BEMBAZEUNSHEFEHHE 2014558 23 H

Bk 5 Btk & B B BR5ERMAKEARAB:201455H23H

( . =
2RSS A BERSET 2 fu £ X 8 1t

TEL. :
FAX. :

HBinktst <FYBEKREVF—
T|EE  0120-508-514
03-3279-7587

Z{tEERE  9:00~17:00 (X - B - #iB - KB EKHRL)
EEREFZRER THR—LR— https://medical kowa.co,jp/product/

ACTF [ 2019 48 10 A SGT OB CEDORLBU LSS WET LT,
AT ORI, ISEATBEE N B b SRR AR S P O EE A [ B RE~— Y THERR L T< 71280,

EEIFHRELE DERL

&3
O

ST OR




EHA 22— T 3 — 2R OF0 OB — H AR AANT =—

1. BERBA VB Ea—7 +—LERORE

P 15 3R 50 D FE AR 72 BEAO RS i & U C R R SR USA SCGE (BUF ., IR SCE &)
WD, ERBIYG CEAN « 3EAIRNE OEPRAERE D B F EB B 7 = 3K 5 O 6 1%
ZIEAT HERCIE, IR OISR SN G2 AT 2 BICEEM 72 S LB e 6
HU | RIS EEFERIAYLE (CLF. MR BT S 0EH0BMEROE %4 LTl
WMAEMTE L THLL TETND, ZOBRICHLEREREZBREOICATTH7200FHRY 2
e LTERBA X Ea—T4—24 (LLF, IF &RET) BFA LT,

1988 4E|Z H AR SAINT S (LT, BRI EWET) 28 2 /BB RN IF OLER T,
IF e, IF Rk BERE 2 50 L. 2 D% 1998 4R 1T BRSNS 3 /N B S, 2008 4F,
2013 -\ HRSRESRERE BN IF Ll EHO KR 217> T& 1=,

IF FL#ZEAH 2008 LARE, IF ISMREAR O & L CToREML )5 PDF 08 )7 — X
ELTRAETZZ ENFAIE 257, ZHICE Y | A SCEOEERGET RN D - AT,
SETOIRILT — & 2B L7z IF 2ECICijfit S D 2 & L n o 7o, RO TF 1%, 3K
ihE RIS A (LU, PMDA L B89 ) OERAERMLERMBE DO -
(http://www.pmda.go.jp/PmdaSearch/iyakuSearch/) |Z CAB SN TAFTRHEL 2> T\ 5, H
JRFETIX, 2008 4 L W FHEIL D IF OfFHRZBETT oMk LT A a—T7 4 —A4
fREte) ZRE L, Hx O IF DSUSH SCEA ST D EFEAE®R E UGt nEAe - R
LTW5,

Z O, 2019 FORMCEFRMEFEOLLIZE DY, FHlC AREEREREZESN
HEEHA D, [IF GO EMH 2018 & LTARI NI,

»

auf

2. IF &

IF |3 TR SCEREOER A M5E L, BARISEOERIEFEIZE > THHEB LT, &
LD WEBEHEDO T D DGR, WD =D DOIEH., TR 7= O, 173K 5 0 14
MDD DGR, HEREE T T O OFERENERN ST RE B 7285 0 B 3K 5 i
ELE LT, BRSO EZ R E L, FAIRTEE O 7o 012 Y 3% = 1AL O BUERAZ3E 2ERk &
ORI AARIE L T D 55Tk EAERHT S b,

IF (2R3 5 1E A L OEHIE BN E L7 IF Redi BRI L3 5, 7272 L RSk S
PR O SVE . AR V2R OMREICR T D1 (LT, L LK) 1IckED
HRRFHABRMT 56 O, BIEBEOKEEICE DS H O K OSKARN B O ASFEAM - Hkr -
PEAET REFIEET IF O FHEL (T2 070, S0z 5 &, RERME MRt SR
IF (%, SRAIRT E S 25554 - Il - Bk 25 & & bic, BRERMTEETDHH O LV ) iRk
ERFOZ L ERIHEE LTV D,

IF Offx, B A% AR L U, LB U CERAIMMAHIR LT3 5, fERA¥ET
ORI VE T2V,



3. IF OFAIZHT=>T

A BAD TF |3 PMDA OEFEH EZ A TR BR O~ — I LT E S h T D,

BURAET TR A B a—T 4 — MEROF5 & | 1206~ T IF 2B - 295
M. IF OJFEAZRE 2, ERBGIIRRE LT D IEHRS IF /R FRH U MEHRE IS
WTFEBERFED MR DA o Z B2 —IC X 0 FEHAIEE O BNAELZ RFESE, IF OF
MMz m» 2 ENH D, £z, RUET SN DM EOEEF R4 2 FHICE L T,
IF 8ET S0 D £ TOMIE, HRLEHR M O RN TR AT L IR SCECR 5 &30S,
& D WITBFEDOERMIFRZH — X FIC LV FEAEHFE 52T 2L & BIT IF O
FIC S 72> TE, BFTOWA CEE PMDA O &K T E R AR SRR O~ — U ChERT
DMHEND D,

B, WIEMEHRPZEMEOMHERD JLREH STV D THRREGRE) < T E2RSME T DR
FeRUL ISR 2B FIIARFHICADL Z LDV . LDV FWITIT o ET N
TH D,

4. FIACELTCOEER
IF Z AN D B HEEBICBW TR T ZENTERWERBFERIFE L L TEHA LT
Te12& 720, LU, FEEIEOIREHGICEFRAERL Y e—Ta ra— RECL), &
EENRUTE DEROBMPITIZIA T ERARD 5, IF IXHIRIEOFLEEE L ) T,
W S L DRSS MERL - SRS A DO TH D Z LD, FRE - HEIITHKNEZZ TS
LHE2BRNT &R L TEMRITIUER S0,

(2018 4= 10 HZ4ET)



I. #BiEICEY 5EE

O W N

]

Im.
1
2

9.
10.

11

12.

O = W N

[ 1 U RSO

0 N O Ok W N

BB DR e
LR D VRFE IR e
B D BRI B e
. ERERICEI U CE AT R & R
. TRERGE KON - T B

. ﬁj\%ft& U\ﬁj\%% .........................
AL (WAIE) SUIARRL oo
L ERA, B4, BEE. BREE T
A ICET 5ER
. #@}E{E?B@Iﬁfﬁ ............................
. BRI OBFEEM FICRT S

ZZ‘TET& ........................................

FUTH oo
BUE 1Y (o
VSRR SARL EI W A0 5 S
T oo
IBNT D ATRENED & 2 Sy oo

- P ORI DI e
A OEAL

(AL )
{E m M;E ........................................

%"ﬁ'ﬁ . @% ..................................
. %[Jé&%{ﬁ\:éﬂéiéﬁ*ﬁiﬁ ...................

AHRE SN IR oo
NI | =B QB SN £ 231 g RPSRECH <NRLLLLLELES
RO L e
. HHEM O BB DR e
BEBRI e

. BRI OBFSRMET ISR D EN: -7

«

R

2

VI, BRANERIB(RET BIEE - 32

1. BRI BT S 5 LA UL
AEBIIRE v 32
2. iﬁ,ﬁgﬁﬁ ................................... 32
VI. MBI BIER e 40
1. J]']l‘:P/)i%}E@?E@ .......................... 40
2. FEWPHEERRHRT A B e 47
3. BHEM (Reavb—vay) fight - 48
4. [&W ......................................... 49
5. ﬁi}?ﬁ ......................................... 50
6. 'TJCEET ......................................... 51
7. *j'idﬂf ......................................... 53
8. NI UAR—H—IIHT DI - 54
9. @*ﬁ%\;&:iél&%%%ﬁ .................... 54
10. FFEDHREFT DBAE e 54
11. %@ﬂﬁ ...................................... 56

. 2t (FALOZEES) TS

TEE oo 57
1. BEARPNES L Z PR oo 57
2. %EW@&%@EEEE .................... 57

3. RESUINRICBEES SR &
%@ﬁm ................................... 57

4. MEMOCHEICEET ZER L
%@ﬁm ................................... 57
5. HEAREANER ECOMEE - 57

6. MEDOHRZATLBEICHTD

{3_:.;:%- ......................................... 59
7. *HEM;)EH ................................... 61
8. BIER] oo 62
9. %W*ﬁﬁ%%&:&aiﬁ—%ﬁﬂ ........... 67
10. @i#&g ................................... 67
11. i@}}ﬁi@ﬂ;% ............................. 68
12. %@{ﬂ@&% ............................. 68
X. aE&E&Eﬂ%ﬁ':Eg-d-éIEE ................. 69
1. SRFRZRER oo 69
2. %1l~$§i% ................................... 70
X. EEMERHICEHTSIEE o 72
1. /i\:ﬁfﬁ”lzﬁj\ ................................... 72
2. ﬁ;ﬁ],ﬂﬁﬁﬁﬁ ................................... 72
3. /ﬂ%)ﬁ:ﬁ?\(@ﬁ?{f ....................... 72



4. BERUN B R oo 72
5. BEEMEUTEAS oo 72
6. Iﬁ‘lgﬁkﬁ\ . ﬁ;ﬁ% ....................... 72
7. FEEREEAAEH F oo 72
8

. BLEIRGEARRAEA B R OEGEE B
SEAMAIENGHAEA B
E}i%ﬁﬁﬁéﬁgﬂ E' .......................... 72
9. ZMRESUIFIEM, FIELOHE
ERBENEOFH H K OREDONE - 72
10. FEEARES. A RAREH A

Fe TORF DR ceevrrrrreenrnneenenen 72

L1, PSR o 72
12, PSRRI PRI BT B IE - 7
13, BREDI— R cooreereemeneeeeeieeen, 72
14, fRBEEAT EOTEL oo 7
KL STRR - vvverrrreeeeeeeee e 73
1. BT «oorrrreeeeemrrreeenieeaans 73
2. FOMDBEIH e 74
X, BEGHE 75
1. ERINE TOIETARDL vevveeeeeeeeees 75
2. WM ET DR SR NGB - 75
XIIm. 1%% .......................................... 76
Z DD B L oo oveeeveeeeeeeeeeens 76

HKGRHEEEEHZI 1T D HbALc [Z NGSP i & L CHlllE &, ENRBRICB WX [~E7 1
B Alc BEYE)ET JDS Lot2 ¢ NGSP 125U T (B K ELZR T A KRS, 45(5):385-388, 2002)
WCEES L PR FE I L v IDS EICHE ST,
#E= : HbAle (JDS) = (0.999x [HbAlc (NGSP)]) -0.288
RA B E 2—T F—AIZEBIT D HbAlc 12OV T, [ B ERER K O e - fRfdfeE |
17 5 HbAlc [EEFERE(L D AR F K O HbAle Rt OERIESF ] (H ABE R 22 2012 4F
4 A 11 BIEE) 123X, IDSEIZHE 5 H1D NGSP E Z 7id L 7=,
728, ARG E B OHUE % O HbAle (JDS) & #H FiTO HbAle (NGSP) & M7, HbAlc
(NGSP) 7% 1.0~20.0%D#iH TiX, Wb 03% ThHh-o7-Z L5, LT OBURM AL L
776
HbAlc (NGSP) Z{k#=HbAlc (JDS) Z{KH&



B

b
St

[=]
Wi MBI W3 MBI
ADH TV 3 — Uik EREE HbAlc We~trmey
ALT(GPT) |79=VT73) bIvA7x2T7—F% (7 HEK b R iR R i ok
NEIVBEALEVB NG AT IF ICso 50%PH 7 L
—®) ICH FoK EU B 5 R R I 2
ANCOVA AT DS 0 AR
AST (GOT) 7%/<?ﬁ€yﬁ§7i J I\iyz7:j3 i e
—8 (UvE I UgAxY a7 v
27 2 F—P) MDRI1 ZAlmEEAH 1
AUC o D T R MedDRA | ICH [EBRPE S 7R
AUCo24 0 B5A 5 24 BRI E T AUC MRT T B R )
AUCo.n 0 A 5 2 FEf & T AUC MTT AR
AUCtaah 15 1 R0 5 24 IR £ Co> AUC NAD =RFUTIRT T2 IR VAT
AUCar 0 R > MELTE & C 0> AUC F
Basal-bolus | JEilE - iB/IA > A U VHik NGSP (HoAle &) PRI
5G e 7 FAl OAT AT =42 b T AR— S —
kT = F R T AE—H— K
ML e OATP1B ﬁ?zaﬁ/l\7/;ﬁ“ Z—RY
BUN 1 R R ER PMDA HTAT BT P B P e 2
CHL F v A ==X « NAAF—filiHK T fre
CHO T A =T - B ARSI QTe RR I CHE L= QT [
CL/F A7V 772 QTeS BRI 72 IE R T L7z QT MM
CLr Ho V772 SGLT F R UL — AR A
Cos Rt L Soc T
Cr IVTF=w SU ANHR=A Y LT H
cyp 7 hrE—a Pase e A
DMSO AT AR Tows L S B
DPP-4 VRTFFIINRTFH—F 4 7D Ty Dok
DPP-4i VRTFONARTFH—F 4 [HEH VIE PAENTYAyR—
ECG LEX ZDF 5 » 1| Zucker BEIRIRHEIER 5 » |
eGFR HEE R ER AT & GL oo F— A
eGFRwpro | MDRD K& 0 B L7z R BRI IR GTP S TRA N T AT F A —T
B
F E WSR2
FAS R ORI G 4EH
fe PR FR B3
GK 7 v k HE— 7 > K
GLP-1 TNTg AT T R-1
Glu 7 a— R
Glu AUCo.12n | 0 1225 12 IR & T MEEHED AUC
Glu AUCoan |0 BRI S 4 BRI & To ki o> AUC
Hb NET




1. BMZEICEY 51EE

I

1.

. WMEICEHYI HIEH

R DZE

AH (—f4 - bARZ U 7a ki) 1%, BAREKIKTIER S D 7V a— 2O FRIEZHE S
AR THDH T MY UL - 7 a— 2SRt R (SGLT) 2 Z @@ IRMICIHE L, IRP~0 71 =
— AP RET D2 Z LIk A A VIFKERICIAE AR T S E 5 SGLT2 FHERITH 5,

1980 FfRIZ7 > TV v ART VOBLICE ENIEMEATHS 72 U Uik, SGLT #BHET
%2 ETCIREESRIER 2R Z E BB BN o7z, BIRME TO 7L a— ZAFIRIIZ BT,
SGLT1 & SGLT2 D7 A Y 7 4 —ALNFEIZHEE L TEY, BIRICRRAIZHIT 5 SGLT2 3%
DRI HHSTND EEZ LN TS, —J, SGLT1 [ TEIEDO 72 & FWHALE I oA L, b
BEOMEARE L THEL TS Z ERHE SN TEY, SGLT1 2ET S Z LIk ibE~D
HENRSIND, ZHOHANS SGLT2 2 @EINAIZHLE S 5 EHAN OB N Thh =,

AHNOFRIEY THD MR 7V 7a v kfnit, PoaRERS i X v BN TAR S,
EN B TR AR RS AL B 7 o RSt R OB FRR S 4 o =43k R e S iz, 2
71% BT 5 FEERRRRBR TAANL, SGLT1 & il L C SGLT2 ~D E\ BRI EEH 2380 5
Aoy JRIEPA~D 7V 2 — ZAJEt OMEEIZ X 0 | 2 BUBEIRIEE 7 VBN CIEi & 022 MEER SRR 2338
o, £7o. AANT SGLT2 Z @R RAICHET 5 &0 ) K o, &IFRREE TlX, SGLT2
ZRRET D 2 LI L VKRR CTIEE S @R e b 7y a— A 2 RPICHEE S E D B B,
— 5. ARIMBRIRAETIX, SGLT2 Z#FHEL T, —EED /L a—AH SGLT1 I L Y HRILE D
EEZLNDIZD, WM AT X825 aEEMEASMK L RIME 2 A Uiz < Wi bR FECTH
HZENHIREEN TS,

CHEPRIFTERE AT A R 2018-2019) (HAWERF F=Mm) (23N TiE, 2 BUHEIRE O 165 B AR X ipE
W2 TIRE, IE, IERE ORI /eay ha—WIREAHERFT5 2L ST Y, SGLT2 [H
FERITHHARANL, 2 BFERIFIBRO—IZ R 2 FTHL B2 BN,

DR 0 bR ™ 3R OB IRFH H AT 204 KT 421 (201047 H 9 B, HAEFAF 0709
F 1) IZESWTEMSINERRBRIC LD . RFIOKROAENE L ZaEnEaE s, 28
PEIRIG) Z2hee - 2h3 & LT, 2014 42 3 A IZBLEIRFEA&RGE S 4172,

. HROBRFEE

(1) SGLT2 ZBIREICFE L, RFP~D 7 a— APzt 5 2 Lick v, A2V VI
FRNCIAE 2R T &85, BN CAIR S 417 SGLT2 BLEAITH 5, (32 H)

(2) AHD> SGLT2 PHETEM L. SGLT1 (Zkb#k L TEVv IR A2 7R L72 (in vitro) , (33 H)
(3) FULHEE 20mgl H 1 [FIHME S (24 38) (2L V| HbAlc 1349 LO%K T L7z (N—XF A
VEHIE ¢ 9 8.3%)., (16 57

(4) T HEE 20mg BHIZE Y, B (52 8) [Zblco TRARME= Y he— &R LT,
(18 H)

(5) BERZAIWEME LTERMPE, BEER, MEMAOREMOIEMFRER (7L =28J8) .
Ruffie, ik, 7 b7y R—=v 2 (BERIIES RT3V F—=3 228 te) BNHLbND ZLid
Do (62 H)

. R ORFFHEE

(1) fDEHL & OFBIWEHRD =D, 9T WEEAET, AF - EMAVDT 4V ba—F 17
FEE LTS, (6 H)

(2) PTP o — MRS KOG EE 1 8D L OBEMEICR T LTS,

(3) v —7 U—mi (PTP145Ev—h) B35,



I. BZEICEY5ER

C EIEFEAICE L TEMI NS

S8 T B
i o~
e 1 T | T 74 M. Bl
RMP =y [.6.RMP OHEE | DOIES
B Y 27 RMEEBE LC| A | - s Gh GEIEE o B )
VR S C U B b CREIFEE (P 20me AR S5
Ay (TXILAEE | oIS )
B HEE T 1 151 e
R 0o B A pr

. AREHRVE - FRALOFIREE

REDEMH
BN

B - EALORIREE
BN

RMP DE
EELRURYEEFEEZ (RMP) OHE
B 2019 4E 8 A
LAV I
[ESEARRTEINZ) A7) [ESEARFERY 2 7] [EZE/A R TER]
- AR b  AKEWD DR EME~ D c EEE ORGSO M
« 2R - HIR - B - BRI E BE A~ DG RFD
AR ERA B E T A RS EHT e oy as
« PRIG YL - TR - FFRERERE E R ~ DD
o PEFRRR Y - DA SRR R A
I NT Y R—= A (BERIEE | - THREUINT
ATV R—Y 2 EET)

ANIEIZBET 5 M HIE

s R 52300 5 A %0
- BT DA RE

| EFRICHES < VAR O 72D OIEE)

| FRUICHEAS Y 27 f/IMbD T2 8O DIES)

[ B 2 PR LA DA

U 27 g/ MEEH o2

T OB SR A2 A VE RS )

WE DV A7 o METEE)

BN O = 3 it 22 MR R AR TS B
- FEEME R A (RO (27 |/)
- R A (RilmE) (27 B)

B Y A7 FeMbiEE)
c ERMEEH T EM CGEIEMEROBEE) OVERK
&Rt

ANMEICBE T 2 A - FBRO G O

 BEINTEM (5 ULYEE 20mg R S D B

- FEEM R A (RO (27 |/)
- FREf i pE s (RilmE) (27 H)

F S ) DR L Rk

BT OREHIE, MSATBAEN RIS R AR A HAE O K F SRR~ — U THEGE L T 72

SN




I. &AWMICEY5EE

0. ZIZET HIEH

(1) #4

7L HOEE 20mg

(2) *4&
DEBERZA® tablets 20mg

(3) BFDHERK
[debeleza] ¥R/ R HNLETH [F] 2EWT S (¥% ; ~of beauty)
W 70 A RSN HRE S 5 2 & THEBMEZ fRBR T 5, ZOfER, =L F— @ ek 2 deE L,
W26 S A4 D [nner beauty] Y R Z & 2R T A TH 5,

2. —f&4

(1) % (&4iE)
rRZ U Z7a Kk (JAN)

(2) #%& (4%
Tofogliflozin Hydrate (JAN)

(3) AT L
F RV AT a— AEEERILER, 7 a ) P8R (sodium glucose co-transporter inhibitors,
phlorizin derivatives) : -gliflozin

HO
« H20
H 0]

H OH

3. BEAXAXITRHEX
CHs

4. PFARUDFE
772 1 CuHae06- H20
5y B 1 404.45

5. L4 (&%) XIFXE
(1S,3'R,4'S,5'S,6'R)-6-[(4-Ethylphenyl)methyl]-6'-(hydroxymethyl)-3',4',5',6'-tetrahydro-3H-spiro [2-benzo-
furan-1,2"-pyran]-3',4",5'-triol monohydrate (IUPAC)

6. ER%. &, BS, &5

B ¥ =1 — K : CSG452

o



M. A®ESIZEY HIER

. A& ICET 5IEE
1. MBI E

(1) 581 - R
HEOMRTH S,

(2) afEM
cNRZU 7a P KL NN-UAF AT RT IR, T I Rar7J 0 A% /)—)L, T
X )= (995), 7 U ERYAF N RALKRF Y RO TERITCT L, -4 7 2 ) — VI
FR9 <L UK, pH 1.2 RETE L, pH 6.8 FREH M OF pH 12 FEFEHRIZIE T ICK < AT 2 AZIFE AL
DR AN

(3) Bt
25°CAHED—EIREE . AHRHEE Y 0~90%RH D BEEE T2V T, 10~90%RH DOEiEE F Tl
PRI 72O, BEFFESHEEE 1X 10%RH TH Y . Z LU T OFERHE EEREE T CIdfi stk O Bigkic L v
IKF S IERE A~ T D LB BND, 72, 60~90%RH O TIX, fEsaAKDE Y AT
LV IERE N SR~ T D EB DD,

(4) Bhe (ofEs), e, BRES
Fit s 71~92°C

(5) FRIBEMBTH
NRZ U Z7a Y K OKERICOE, MEKE LT 025mol/L /KEE(LA U U AEEHKE K OY
0.25mol/L Hif#lZ X € % It L7223, WINORERICBW T, 777 ThoHAKERBRIK
TohoH MRZ Y 7a Y KW OKER O EMBIZ 2T <, YERITRETERroTe, £
7oy BT HFRICB W T L ZEZFRO R o T2,

(6) DERE
1-A 2 % 7 —v &K, pHS #RHETHE, pH7 $EEHE K% O pH BREE M O /3 fa 2 LT ORITT T,
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ABRIEE - PRIR. MEERER CEBWHED . WML, ERE

AFNOWILRAETOIHEITEREAE. A2HIMIZ 3 £TH2, ((XEFHAWEHICEHTLHA] &
)

7. ARERVBREORENM
BN

8. fhFlE NEEEEIL (MEILZFMEIL)
BN

9. BAHM
ARBRIEIZ pH6.8 U »ERHEAEME N 900mL & FHVN, /X RIWEIZ KD | 4y 50 [alis CTRBR 21T 5 &
., AHO30 45RO Qi (BE SNT=ARIESDWEHER) 1£80%TH 5,

10. Bz 8%

(1) FENDELGRSR - BF. NENRRGESR - SEICHT H1ER
BN

(2) 8%
PTP : 100 £& (10 ££X10). 140 &£ (14 ££X10). 500 &£ (10 ££X50) . 700 && (14 £E X 50)
RNZ 50088 (T AF v 7R L)

Q) FiHEE
A L7

(4) BHOME

PTP A& PTP : RU L=/, TALI=17 A

TIAF I Xy AR el

AN N B 7 ] B o
o NFSRF s R BEER) L

1. BRI L EME
BB L

12. ZDih
BN



V. ARICEYT S1RE

V. BRICET SIEH

1. PEXIETHE

2 HUHE PR I

(fifEsn)

L% O IURERS: N R DO RGIRFEI HIEICB T D4 K74 2] (201047 A 9 HfF, FEAFEAFE 0709
B 15) BRI, IRESE . RBRT VA v B E, SREBROHE 8 55 OREUER) 72 5 5 E N
RS IVTz, AANOENE I FHFER & O M FERBRIL Z O A R 7 A NXiE-> THER L, 2 AP
PRIGIZ 5 2 ARBN OGN R V22N SN2 &g, 12 BRI Z%hEe - ZhiRE LT
BRIE LT,

2. MREXITHRICEES HIE

53NBER I RICEEET 5 E

51 ARFIOTEHILH 50> UDBERIFIERE DA TH 5 B FRLE, EIEILEE 0T 72 2 T8
RBRSDBRGEIIR BETHZ &,

5.2 AFNL 2 BUHEFRIE L 20 SN ICH L CoOREH L, 1 BRI O BE I3 G 42 L
Wz by,

5.3 HJEDOBEMEERE D H 5 BE X TBITH ORME AR 2EBE TIEAKIOIENP YR T 20
b, FEHLRWZ L, [83, 921, 16.6.1 ]

5.4 HEERE DOBHEREREE D & 5 B TIEARA O R N+ 3ITH LRV ATREMED & 5 O TR 50
VA EE T S 2 8, [83, 922, 16.6.1, 17.1.3 &HH]

(fiL)

5.1 HERIRIRIRIC BT 2 — AR EEFIHE L CRE LT,

5.2 1 BUBEIRIS O BE IXEISH CTHDH Z ErbRE LT,

5.3 AFNIE REKATIEIB SN v a—2AOFRINEZREL, REP~OPERZEET L Z L2 X
DN RERBT 572, EHEOBMEEREED H D BE UTENIT 2 BT H1E O RYB R B
TliX, AFNOEDAFTE RN EEZZIONDT-ORRE LT,

5.4 [ENOEFIRKERIZIB N T, PEEFEHEEREDSE (30=eGFR<60mL/min/1.73m?) @ HbAlc ®
BOBEIL, BHEREIE R BB IR TUNE o2 2 M bRE LT,

3. RERUVAE

(1) BERUVHEED#ESR
WL, RACIE R AR Z Y 7aor e LT 20mg 2 1 A 1 [EEIERTUI % IR a5+ 5,
(fif#n)
BHEIT, FARZU 78200 Crax ZIET S, Toax ZIBIES W57, AUCIZITIT L A L
7euy, (TVILL. (4) &% - fFHEOKE) OHSWR)

(2) REARUVRAEDHRERE - Bl

AHKND 2 BIBEPRIFBE BT D 5 HEOA RN, Rt/ ARMER O EhiE 2 M Lo &
EDT- O EREILFERER (BC21587) (28T, AAIL 2.5mg O H & T &2 JRIEPEI 27~ L,
AR G% O 1 H RFERBEYE B335 B OIS U TEEIM L T, 20mg TIRIEHRKIZR D H D
LEZ LN,

S BT, KAlD 2 BEERIFEF 2B T 2G40 L 22 e LIZENG I FHRER
(CSGO003JP) , & 1T #H A - 3R (CSGO04JP) S OV TIT #H4% O i pE B T FE0F FH R (CSGO05IP)
WZBWT, AFNE 1 H 1B 20mg OFIFEGIZIV T, HbAlc, IbE, (KE, MEELZfIEE LA
HER ONZ PR INTZZ b, AEAIOREROHEZ 20mg 1 B 1 [EFIRFTUIFI &%
WA EERE LT, (VS (3) HEROSERSZEHER V5. (4) 1) AohtEmarstizg [v.s. (4)
2) RetERER] OBESR)



V. ARICEYT S1RE

4. RERUVAZICEET HFE
BRE I TR,

5. BRERAE

(1) BRERT—2 /1Ny r—2

<A R >
oy o | E/ . y 5 - L VERRAT % 52
e e A A BR D FE A e & e
I |CSGO10JP | EWN | &5 D23 Hi[A] |20, 40mg 30 il
75+ R, 10, 20,
. 40, 80, 160, 320
EER AR E LI | Tt 80 151 (523 60 151
I | CSGOOUP | [EHN . Hi[E] | 640mg (AAN) AN ’
[m] 5 55l > 5. 10, 75 &R 20 )
20, 80mg (FIA)
fERER A 2 x5 & LK 7T ¥R, 2.5, 24 ] (523K 18 f3,
I | CSG002IP | [HPy O EP SR 7RH 20, 80mg/ H 7R 6 i)
. et - 75K, 40,
I BP22464 | ifE4h | QT/QTc #iAfliatiER ==A 5| 400mg 52 f
e . g 17 151 (R R i b 25 AR
I | CSG07IP | [HPy ’gﬁgﬁﬁﬁgﬁ%& L i [40mg 9 fl, R IFAEE
i e 8 1))
I | CSGO08JP | EAN |FHWHEEHRE (1) Ei[A]  |40mg 90 il
I | CSGO09JP | EAN |FHWHEEHRE (2) Ei[A]  |40mg 87 il
394 {51 (523 328 41,
|2 TUBEIRIEEBE Xt L e 75 &R 66 )
o | BC21587 E% L7-HEREDT-HOE| 12 8 ;éfgﬁﬁf HAN 71 ] (5K
I R AR > <5 T 59 fil, 75 ER 12
1)
HERE D H 7 B 2 UpEIR 43 f5i] (Fp A R R RE
II | CSGOO06JP | [EWN |JHEFE Z XG4 L LTz 24| 24 K] |40mg/H e oE R 30 151, Bk
A [ 55 REIE 5 HBGE 13 )
HMpETE 77 2 AR iR . 75 %R, 10, 230 f) (523E 174 31,
I/ | CSGOO3IP | [xIPY HE B G ER 24 1B 20, 40mg/ H 75 R 56 )
[T | CSGO04JP | [EN | HEIER I 558 | 52 i |20, 40mg/H 191 4
OF R IE R 558 — .
III | CSGOO5JP | [EHN G 1 R D A 52 A |20, 40mg/H 593 5
<BEBEE>
o o | ER/ o y 5 - LR R 52
. 5 o 0.1mg (##E)
1 BP22320 | 1A |~ AT o AR H.[A] 20mg (§¢11) 6 1
. 2 BUBERBE Xt g b 2.5, 5, 20, 60, 55 i (523K 40 fi),
1| BP21S49 | HiEsh L 72 ) f8 #¢ 5-akli 14 HH 120mg/ H 7T R 15 #)
Y AERRR (7m
I | BP21758 | g4k | "% R, # k=Y —| HE |10mg 15 £
L ORER)




V. ARICEYT S1RE

N/
sk

&5 L ENERRAT X 52

| WEES s o

RO T

3
fein

36 5] (IE 7 B HERE
B 11 3], R
P RER R 8 f,
F A R R R RE R
B9 ], EHEE R
REfEE R 8 f)

BHkRERE AT o 2 A
[ | BP22321 | {4 |WEIRIGEH /R L Liz| HE | 20mg
EAEIES SR

2 TUREPRI B e xt g &
I | BP22764 | #g4h | L7 24 WERMAEHERRRE| H@Rl |7 7&K, 5,20mg |22
il ZX R

(2) ERPRZEABR

1) BERAZERRE L-ERTZESHREE (CSG01JP) V

H AN OREEERE A BYEIZAA] 10, 20, 40, 80, 160, 320, 640mg (& /HE 6 ) i7" 7 &R
(BHE26)) %, A AOERFER A BIECAHK 10, 20, 80mg (FHE 6 ) L7 78R (KHE
20) EHRERS L-BEoRe, BRMER 0D ZE2 e L,
< LM OV >

HEFZORHE G X, AARABETIET 7 2R EGEE 42.9% (6 51/14 51]) . AFIBE5-HE 92.9% (39
a2 ) THH, W bbb AREICTH 5 2,
HABETOEERFROBIE ST, 77 2R EGEE 83.3% (5 /6 ) . AHKI#5HE 100.0% (18 {4
N8 H) THY ., TOWIRIL, C-BUNMEE BN 7 2 REET 141, AST (GOT) HEHNK Y ALT
(GPT) HEHNA 10mg BETE 1 HlFED Hiv, ZOMOFELRITNT L IIMF 7 b AKEINTH - 72,

BEELRAEFRIZBDON o7z, BRREME T, fh 7 b ARKICHERISHEO M AT
DOz, ARFNBEGREO A PR O FLEEOHRITIEBRMIM 218 L <7 7 B AR & Ao
B A2 R LT,

DEBREFHFTRLITOTNOWRE I B0 bRtz QT Xk QTe MRz Sir LER /ST
A —FNIARBE G L BT o Tz,

<>

Ao [ElkgEt U7z & T, FREEHEINT 10mg 725380 S, BRRIEDEI T 640mg TR
ThoTz, 10mg F51% 24 FEEIDRICHE W T O IRIEHEIMER 23580 b iz, 4al, AFZEZ
L7z 10~80mg O MAEFM TIZ, HARANKROPAANTRIERESEIEIZI S 2372 213580 H i)

-7,
BAABERABHICE TR BERES ]S (HERE% 24 BERU 48 B5[HE)
77 BARRE| 10mg #f | 20mg £ | 40mg A | 80mg A | 160mg #f | 320mg # | 640mg
n=14 n=6 n=6 n=6 n=6 n=6 n=6 n=6
24 FFE 0.1 45.2 56.8 59.1 66.2 64.2 73.3 78.8
ENE +0.0 +9.1 +5.4 +10.9 +11.2 +8.6 +9.9 +10.9
48 W5 0.2 53.5 69.9 89.4 117.1 118.3 137.1 149.2
T +0.3 +13.4 +11.0 +22.7 +20.2 +18.8 +22.2 +24.2

PHEEERERE (g)

BABBERABEICE T2 RERMEHME (EERS5E 24 B KR U 48 FfH)

77w AREE 10mg #¥ 20mg #¥ 80mg F¥

n=6 n=6 n=6 n=6

24 £ T 0.1+0.0 44.6+7.7 47.3+10.9 66.2+8.1
48 IF[HIE T 0.3+0.3 54.6+15.1 55.9+15.5 96.8+8.0

EHIE AR ()

10



V. BRICEY 5RA

PRIEFEME DN RIEBUIAFN R GEREDO BRI W TR G 2 HLUNTH > 7o, &5 48 KFfH £ TD
PREEPRIEHREIZLL T D LB Th o7,
RERRABIEICE 1T 2 FRAEHE MR

(g/h)
6 T ETE R
TZtRh=14)
5 | k21702 >10mg(h=6)
—0— Y1) 702 >20mg(n=6)
—{ 1 rRZUT7OY240meg(n=6)
4 —

FR¥EHE M B
|

0 T@TeOTOTOTOTOTOTOTOT—TO0T—T0T070 rOTeTOTOT—T 8
2 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 (B5R)
t t t t t
HORE5#OR™—

(40mg 5 F THXR)
W) AFOAREA 1 EHEIL20mg TH5 ((VIHEROHE] OEBH),

2) BERAZRRE L-REKRERE (CSG002JP) ?

A A NERERC N B P A 2.5, 20, 80mg (K& 6 ) XiX77kvAR (FHE24]) %, 1 H
1[al, 7 B, 88 15 ORI RKER O &S Loz et ZAEMER OS2 E e LT,
< LM O >

AERGQIL, 20mg & 58T 6 Bl 2 FICERD H AL, AFERERE 43 28BN K OVR FR A I ER BG4 1
BICTHoT, WTNOFGE | BAEE TR &fE S, B3 E OREERITEE S e o
Teo BEBAEFEFRLOEGHILICEST-AEFRITRO DN o7, MKRBREME T, AFH
G BT DA RRER B o SN K OVR o H M ERBEME 23 1 BIZERD D=, RIRBR (K Tk
IFBRER K QYR H A IMER I DWW C— B DOMBBNIFE O SR o7z, M7 bRk, 1R %@
LTIRECTH o7, JRHP T B ARIT TR TORRE TRRMETH o 72, M EEEN TIEH - 7223,
F I F, BUN 238003 2R 2780 Hiv, 5 TICX D TGATOEICEE Uiz, BER L
AL 70 5 BRIRR A O EETERD B o7z,

AFHN B GHE O L2 A O EME O HER 1 TR I 28 L C 7 7 B R R G/ L REOHERS
o LTz, DAENEFEFT RIIW T ORI B b ol
<H 7>

1 H7 0 ORISR EIIHEERGFHNTHY . T2, WThoRGEHETHEGHM T, 1ZE—E
DL~V THER L, ZE LI RBEPEIEFRD STz,

B - 24 BE% (B G-BRAG 168 FEfiI#) F CoORFERMEEEIEOFMEIX, 7T AR, 2.5,
20, 80mg HH5HETENLEN 0.1, 167.8, 339.5, 4454g Th-o7-,

20 J O 80mg X HEETIX, BRI LERIIE S 8-12 Frfliitk £ CRIRE Th 7223, &5
12-16 FEfE% Cid 20mg HRETIR TN A L2, —JF7, 2.5mg B 5/ TIE, &5 8-12 K% 5
ORI P E R DL T2V BT, e h ORI L EROFEEIL, 2.5, 20, 80mg #% 5.5
TEINZEI 23.45, 33.39, 32.70% Ch 0 | FHRINFEESRK 30%25 MR 27U 7o ¥ O B9
TORRIELEEZ LT,

) AFIOARENT 1 EHEIZ 20mg THD (V3HEROCHE] OEBR),

11



V. ARICEYT S1RE

3) 2 BUBERAEBE EXHR E LT 24 BRI MmAEH ST MRER (BP22764) ¥

A7 V== 0 3 3 HLARIC 2 BUBERIE & W S, B Eis L OSEEp L FEMIC Nz T 1
H2~3 BO—EHEOEBIO A MARLVI a5 STV HANE AN 2 BRI BE 22 4% xt
Gl LT, AHIS5 KON 20mg W7 ZEARAZHEIRE L-E &0 CGM (Rt =4%1Y > 7)
IZ R DMEME AW cgZRER 7L a—REICOWT, Bk - —EHEMR - 704 b7 1
A —N—T"F 2R R L 0BG LT,

<HEN 7>

ARG ES TIL, 73— ZAOEBENIKT DT HRKRITEL TV,

EHYTILa—RBEHFE (mmol/L)

HR BE SR

I #E{E(mmol /L)

I'| OI 2“ ; é é 1I0 1 ‘2 1I4 1I6 1 IB 2‘0 2I2 2I4
FREHDOERN)
) AFIOARENT 1 EHEIZ 20mg THD (V3HEROCHE] OHEBR),

4) BHEEEEZAT I 2UBRFEEENRE LI-ERKREHER (BP22321) ¥

EHF 72 EERE LA T 2 MO A~ O OBHRERE 2 A3 D4 ME A 2 BUHE R B 36 il % x5
& LT, Al 20mg 2 HEIRE OG- L, et AR OENFEme L,

< LR R O >

BRI 28 U COEERAEFRIIA LN - 7=, 57 BHERERE T 11 6+ 3 41 (27.3%)
(I, FREQERGE, THRINA 1 6)), PR RSB I 9o Bl 3 fi (33.3%) (KIbE 2
Bl WEM, FRINE 1 H]) OFFFRPIRD L0, BB AR B E N OV B RekE 5 A
FTHEFERIIRD ONT., AEFLOREICIT, BHEEREEDOREIC LSO I s
N ole, MbED oA FFRRIIRMAET, 3HOEETHLNTZ, AEFRD D HIRE Lf)
EINRDoT2b DX 2 BIOHRT, 1 FlIEH %A BB B 1231 2 RMpE, 1 I3 E &%
REAFICB T 2 BIEENEE ORI TH 7=, EFBHEEERE IS FH & h2% R iEe
FEEEEICBT AMRMmBED 1 Flix, 1R5RIEE ORRBEZRENEE SN oTz, BRI A I EFR
A E X580 D20, BHEEEREOREICL 2H O RMEEITALNT, £/2, =2 T4
UG DB OEAIT DT NIE o Tz, RIBE (B ICBWTRBENRED LN, Zhud hAT
VoaPrOERAAT=ALCLD L0 MR ST,

<HEIFE>

ERERBIR IR 1 H BFERFEYEM B IR T L7, F70, AFIHERGICL 2% 5EHO 1 H
RHERMEPRH &R GO b O Ll U CT/hE <, BHEEER B, B K OV 45 B i Re R E
BEOHGE A O 1 BRI IR G B 0 1/3, BEEHEERESRE TIIN 12 Tho T,

12



V. BRICEY 5RA

1 BREREHRE (BER5E)

e¢GFRumprp  (mL/min/1.73m?) EH (>80) A (50-80) REEREE (30-<50) | EHE (<30)
(2 &2 B RERR E DR T n=11 n=38 n=9 n=8
BeG-mi A 6.71+8.77 8.80+17.0 2.00+3.76 0.553+0.247
#4550 81.5+34.0 4724299 21.2+8.86 11.9£7.27
53 H 23.9421.2 14.1£20.0 7.38+6.95 6.48+3.22
SEHE RE R ZE (2)
1 HREREEE (BEIREH)
(mmol) (g)
9007 @372 - 160
° TSR
700
® - 120
] A I
2] 2]
E 8 u
gz 500 s i
% 80 ¥
H o Hm
B% ® R B
@ 300 ° m
° A
A " - 40
[ ] A ®
100 I E
s R
0 -0
TEBMeE  SEBRAEE  hIEDRAEE  EEDREEE

B 5RO 1 ABEERILES (FI 3, BRIEEREE, B $%
BERERFE 8 TN B AR O Ch > .

1 BERARIEER (BEERSEH)

TN OVE R

>

e¢GFRyprp (mL/min/1.73m?) EH (>80) AL (50-80) RS (30-<50) | EE (<30)

12K DB RERE E DR E n=11 n=38 n=9 n=38
BEDR 7 ) 75 A (mL/min) 32.6+12.9 222+11.3 10.3+3.91 6.78+3.99
1 B R U L 7 32.0+11.0 32.6+15.1 27.4+11.6 36.7+13.4

PEE AR ERE (%)

MBI E R (%) ORI Z 24 R ORBEMISH L TUUFO & D12 Lz,
1 H PR EE OB #(%)=(1 H PR OO 7 ) 77 2 2 /eGFR) X 100
L BPEOREOE 2 V7 7 A 0 1 H ARURBEEIEE, 24 R M1 71 20— 2R
eGFR : MDRD & Y % L 72 eGFRuprb

eGFRmprp EHEDRE 7 U 7 F o ZAO RN I XA 72 FHBIBALR 2378 8 541, eGFRmprp 23/h &< 725
CRREROFEORE VT TR FNEL o3, 1 HEFEFRINEERIZ W T, eGFRMprD

WX DA N o T, (TV2.3hEE

13
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V. ARICEYT S1RE

HOBV V7 ARV 1 BEREBRINEEE & eGFRypro & DER (BREIRS5E)

(mL/min) B FEHRCLBALER (%) SN FERCLBALERS
50 (y=0.318x—0.0576, p<0.0001) 70 4 (y=-0.0151x+32.9, p=0.81)
°
[ ] 60 -
40 ® % °
~ 4 i o o
N 1 50 e o °
N o e
P"\ 30 n ' .. gg 40 | . o
- p . = ° ° o
N . B 30 o%® M
Br 20+ ® #a & "° oo s
B
> ®e9’0 ¢ o T 20 - o = °
04 e 6% — e o ° )
oo ° 10 °
ol o L
T

O 1 1 T 1 1 1 1 1 1 1 I 1 | 1 1
0 102030 405060708090 110 130 150

e FRMDRD(m L/mmﬂ ?3[’]’12)

O T T T T T T T T T T
0 102030 405060708090 11

0 130 150
eGFRypro (ML/min/1.73m?2)

5) BHEENEL S 2 BBERFBEFENRE L1z 24 AR E5HER (CSG006JP)
BHEHE - EEEIEO L L TR0 MpERE T 1 AloipE CiliiE= o b e — L3R4 7 2
RIpERIE RS (BHEREIE R B3 8 B, R RERR F T 7 ) Z x5 e LT, AHl40mg % 1
B 1 [a] 24 8RR 0 85 U7ZBR O RIE 5511 O 24 R BB RBEDEIEE IOV TRET L 72,

<Hy>

WA 514 0> 24 WS R REIR BEDE B L, B RE B R R OV R B REE E B T T
138.328=41.680g K& TF 47.036=14.521g Th -7z, BHEREIE & BHE K O 45 FE R el 3 R aE i

WASEBD HAVIZ S B GRT0 24 Ry FIABRBE DR B RE 1L 7 A8 K O rp 45 B R R E R

EEE

TENZH 38.624-40.446g (N 2.461+3.169g Th V) . WP I OEHAERIRE 123\ T b Rk

HEEOHINNFED bl

24 B RIERMEBEM E

eGFRumprp  (mL/min/1.73m?) EH (>90) A e (30-<60)
2 & 2 BRI DR EE n=38 n=7
Py 5517 24 38.624+40.446 2.461+3.169
e 5% 24 WERE 138.328+41.680 47.036+14.521

SEEE R R (g)
W) AFOAR SN 1 EHEIT20mg TH5 ((VIHEROHE] OEBH),

6) QT/QTc sTfistER (BP22464) ©

SAEBERERR A 52 Bl kG LT, BX v 7 a4 400mg & BPERTR & LC, AHAl 40mg
1% 400mg & HiA[#EE U7 & & 0 QTe Ml M IET 8 A2 Mt LT,

QTcS HIfF D _R—Z2 T A b DEALE 77 v AR THIE L, H&/h "3 YY) (ddQTcSdense) KO
Ml 95%EHEX M D LIRME AR, KAl 40mg XL 400mg 5%, WFHOMERFSTE
ddQTcSense D Fr 1] 95%(EHE X [E] D _EREAS 10ms & #8 2 DR T35 H /e - 7=, QTeS Mk
DT, TR, KK 40mg KON 400mg FE Tl 450ms &8 2 - HBRE 1R8O LR o T2,
QTcS RO RX—A T A b DOELEIZOWVWT, 771K, 40mg KN 400mg #ECTliL, 30ms %
ZTCHER LT IR b izen-o T2,

DR B~ O Z R L 9 RERRICERR DO & 5 QTe M@ & Y QTeS [MiEDZE k. (>10ms)
FWTFNLED BN T,

W) AFOARE A 1 EHEIL20mg TH5 (VIHEROHE] OEBH),

14



V. ARICEYT S1RE

(3) HERICIERHAER
2 RUBESRIR R 2k & LI HEREDO O DOEEILFERE (BC21587) 7 ¥

WBR |2 BUEIRIE R ISR T A ARK S HEOHMME, et/ ZARMER OEMENRE 2 it 5,
H 1
ARBR SRR, T oA MMb. T ERKE, CEEKR. WITRER it
THA
POE RFHE - EEREIC Tl > b e — SR t4y 7 2 BUBEIR IR A 394 B (323K 328 1,
TSR 66E) . 9BLAARNTLE (EIKSE, FTER 12 4])
F72 BT D 2 BERIFERE TU T OWF iy 585
BERAENE | (1) BF - EIHEEEZZ T T <ty 3 » AU EA MRIAI VELZEHET (1 H
H1.5~3.0g, 727 LYEEOABHELBZ VW &) IRAIL TS BE
(2) % - EERIEEZIT TV D EE
27 ) —=> 7D HbAle (NGSP) 7% 7.0%LL I, 10.0%LL F T, BMI 7% 22kg/m? % 48
Z 45kg/m? UL F O HBHE
HERGE | AF (RRZ U 7aPr e L7C) 25, 5, 10, 20 XiE 40mg OWFhnzg 1 H 1A A
ANC) 12 R 0 &5
T FEFAMEE : X—R T A 20 BIRERMEE SR TREE T HbAle (NGSP) OZ k&
P H
7 iR S
[ 5h1E]

AH 12 B EIZE D HbAle (NGSP) FEHME % 5 K-0.83% F T HEMKAFHITHIH L, 2.5mg

BEAEIRE, 77 B R EHFHEIC

HRZENRD biviz, ZEERFIEEZ OV T | I EKFRIC

KT L=,
HbAlc R—X 54 VER U 12 BAFDOELE

7T AREE| 2.5mg B Smg #f 10mg #% | 20mg &% | 40mg &%

n=65 n=64 n=65 n=66 n=64 n=66

N R T A A 7.872 7.939 8.006 7.998 7.919 7.933
HbAlc B +0.090 +0.091 +0.090 +0.089 +0.091 +0.089

P
(I\I(?/S) ) v (= -0.27 -0.44 -0.62 -0.69 -0.77 -0.83
0
TR EDFE — -0.17 -0.352 -0.43b -0.50° -0.56°

/N IR AR
B GHE, MO OB RE DA A BEER & L, N—2F A 0O HbAlc % AR LT 5 L5 #5HT (ANCOVA) ;
a : unadjusted p-value 0.0005, b : unadjusted p-value<0.0001

THEEFOER—X S MERV 12 BROEILE

FIRREE| 2.5mgBE | SmgBE | 10mg BE | 20mg BE | 40mg FE
n=65 n=64 n=65 n=66 n=64 n=66
. N RTA 8.738 8.917 8.695 8.824 8.741 8.992
ZEEIF B +0.217 +0.218 +0.217 +0.215 +0.218 +0.215
1L g B -0.50 -0.02 -0.64 -1.04 -0.94 -1.42
(mmol/L) .
TIeREDE — 0.48 -0.14 -0.54 -0.43 -0.92

IR/ AR AR AR

EEa

AFNE 2.5mg O FHETH L2 REEHR A R L, AFIRG%O 1 B RRREEE (X—X 7
AL LTHIEGRTO 1 H RAFEREVRIEEZ 2 LWz b ) (3G EOHMIS T Tl
T. 20mg TIEERKIZARD D EEZ BT,

[224=1E]

AFEARD 12 BEHGEORESHITBG ThoT-, AEELOMEE L, 7T BREEL FIEBET
R CH oz, AEERICLAPIEFIOESITELS (1 #EDHZD 1~24] B%LLT)]. 77 REE
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V. ARICEYT S1RE

EEIRE TR ChH -T2, 77 BRBTHART, AFI O G X 0 ARMIAgE, JREE SUIMESRG, O
MAEBEHEOEROMEE TN Lo Tz, NA X AW A v DB, ORI IO THERR
HINZRIE & 72 DT RIZ 72 o T2,
BEHILOAEETSEREEAH (%)
7T wREE| 2.5mg Bf Smg #f 10mg #¥ 20mg #f 40mg #¥
n=66 n=66 n=65 n=66 n=64 n=67

1L OB EREGH, 25 (37.9) | 24 (36.4) | 30 (46.2) | 25 (37.9) | 23 (35.9) | 31 (46.3)
B o TR E
S RfpET e Y — R 2 (3.0 1 (1.5) — 2 (3.0 — —
SRIN IR =P 3 (4. — 1 (15) 1 (15) 1 (1.6) —
- SRR U IR ARG 2 (3.0 1 (1.5) 5 (17.7) 2 (3.0) 2 (3.1) 3 (4.5)
- ZIRIE — 1 (1.5) — 4 (62) 1 (16 3 (45)
HERAGESES 1 (1.5) 2 (3.0 — — — 1 (1.5
FEHZIZL DI 2 (3.0 1 (1.5) — 2 (3.0 — 1 (1.5)

) AFIOARENT 1 EHEIL 20mg THD (V3HEROCHE] OEBR),

(4) tREERIEAER

1) BRI
HMURIE 7 7 R xR B S MitbEGAER (CSG003JP) ¥ 10

R D
H Ay

2 BUPEPRIG B IZ BT 2 ARBNOFIEM CZ RV OWT T TR ERIRE LT & A
b —EE BB IS LY BET 5, BRMEIZ OV TIE HbAle Bb&EIZB L T, AHK|D
TR RICKT OB AEET S, £, R TAROHERISERE T 5,

TWA

Sl i, 7o b, T RARMR CEER, WATHM IR

g

B EENRIEIC T 2 o b o — LR y 2 TR PRI HRE 230 1) (523K 174 431,
75 R 56 i)

BERAS
eI

[ R L 7E)
(1) [FEBASE OEE DS 20 m LA L 75 oA o B
(2) 2 BUBEIRY & 2 S - B
(3) B GFMRAAT 8 ML L, AFHIE - EERIEDO A TR T O RS
(4) A7 V==V THREORE., LT ORMEL- 3 BE
1) HbAlc (NGSP) 7% 7.3%LA | 10.3%A<Ti
2) BMI 7% 18.5kg/m® L | 45.0kg/m? Kii %
[FRoh ]
1 BUBEIRI . 35 U < ITEIB T RE 5 HE IR IR
U7z 2 RAMERE IR IR O [ E %

7 v JRERE ST e ELE LS 0 FEE

R T ik

AH (FFRZ7YV 7170 10, 20, 40mg %,
776

1B 1 [EIRIRAT, 24 @O #G L

7
R F

1) FEEHEHE
NR—2F A b EEE 24 B (LOCF) @ HbAle (NGSP) OZ{b&
BERZEEDNE., XR—XF 420 HbAlc L OWERZ L2 & & L7 L5800
(ANCOVA) ZAT\, 7T RICkT 2 bR 7Y 7o o O 2 B2 fERSM:
ZARE LT PATFIEZ WV TRGE L 72,
2) RIREHIEH
OR—=R2F A o5 24 % E TO NN T A —Z DELE
JeEREIpE . B AMRERIED /L a— 2 AUC, B 2 BRI o Ml (AEss
@ 5-F4h 24 WM HbAle (NGSP) 23 HAEEL -~V (6.9%AT, 7.4%AM) (1T L
TR E ORIG

FEAT

pa(lt

FTEEHMIEH X, 77 BRIk B ARKFI OB 2 DL OB FIEZ AV CTRGEE LT,
7T/ RITKT D AA] 40mg/ H OB A BREEZIC, 7T BRI D A4 20mg/ H O
Btk 7T B RICxd D AR 10mg/ B OEBNEDRGEEZ 1T - 72,
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V. ARICEYT S1RE

7 iR S
[ 0]

R—2F A O HbAlc (NGSP) KUOWERIZILEEL L CRIELT=_—2 T A 0D 24 HEIFD
HbAlc (NGSP) Zfb&ODH/h 3V (5% EHEXM) 1%, TRIRT &RV THY, 78R
FEITxE L C 40mg BE, 20mg A M OY 10mg BE CHEGH RIS A B 72D 2R L BEIE DS REE S vz,
24 JAKEZ HbAle (NGSP) 7% 6.9% A X% 7.4%A0M 1252 L 7= 95 #E OEIA 11X, 20mg BE L Y 40mg
BENS 10mg BEIZHE R TR - T2,

ZEERFMEIC N T, R—A T4 MEEHEEE L THRE L 4 BFEFOR—RT 1 VInHOE

{bilE, AFFED 95%IEHE X O EIREN 77 B REED 95%EHEX O FIRME XL v K<, HE»
7o HIERD BT,
HMEETSEARNB_EEREBHBOELER
7T AR 10mg £f 20mg #f 40mg 7
HEMWEMAT RIS (FAS) n=56 n=57 n=58 n=58
R 2T A ED 8.41+0.78 8.45+0.75 8.34+0.81 8.37+0.77
SR -0.028 -0.797" -1.017° -0.870"
HbAlc [-0.192,0.137] | [-0.960, -0.634] | [-1.178,-0.856] | [-1.031, -0.709]
(NGSP) | 6.9% ik ¥ 0 ( 0/56) 53 ( 3/57) 22.4 (13/58) 19.0 (11/58)
(%) [0.0, 6.4] [1.1, 14.6] [12.5,35.3] [9.9, 31.4]
7AYo A R Y 143 ( 8/56) 35.1 (20/57) 56.9 (33/58) 43.1 (25/58)
[6.4,26.2] [22.9, 48.9] [43.2, 69.8] [30.2, 56.8]
selgE | N— AT A E D 168.84+24.9 170.2432.4 168.7+29.6 167.9£37.0
il SR -8.561 -31.868" -35.899" -32.327"
(mg/dL) Sl [-13247,-3.875] | [36514,27222] | [40.504,-31294] | [-36933,-27.722]
BHEAMRBREED /L a—2x -22.8464.2 -117.9+69.7 -119.5+84.0 -107.3+71.4
AUCoon Z{t# (mg-h/dL) P (48) (53) (56) (53)
£21% 2 WER| N— AT A fE D 237.7+41.6 238.7+58.9 246.6+69.5 235.9+63.4
LAk SR D -3.3+47.6 -63.5+49.0 -71.0+63.7 -60.2+47.2
(mg/dL) I (48) (53) (56) (53)
R—=2F A ED | 71.20+12.64 67.26£12.67 68.06+15.82 68.72£11.91
gfg;ﬁ SR -0.356 -2.230" -2.851° 2.971°
[-0.836,0.123] | [-2.704,-1.756] | [-3.320,-2.382] | [-3.440, -2.502]

1) FEEERERE (B30
2) A

FTEIO5%AFHEIK H] KM

IZ%F L LOCF Z W THisEdH v |

3) EIE (FIE) [95%EHEX]. KEfEIZx L LOCF 2 AW CHiised v

[ 4PE]

FIVEA. BB ZRRIER K OG- H RIS E > T RITEH O JE BRI S
BMERRTEAIH (%)

* 1 77 AREE & O T p<0.0001

ITTRDLEBY THoT,

. 7T AR 10mg ¥ 20mg ff 40mg
BAHE n=56 n:§8 n:§8 n:§8
&IlEH 4 (7.1) 16 (27.6) 15 (25.9) 16 (27.6)
HIE 2R EIEH] — — - 1#ED(1.7)
B Iz - - FIEH — 1%2(1.7) — 159 (1.7)

E D) DM, 7E2) B

£ 3) (RERD

WD 5RE THIVE G2 5% EORIERIZ, 27 b AR (777 2 A #1161 (1.8%) .
10mg £ 2 1] (3.4%) . 20mg #£ 7 1] (12.1%) , 40mg #¥ 8 5] (13.8%) . LA TFEAE) . #HR (1 451 (1.8%) .

361 (5.2%). 441 (6.9%). 61
(5.2%) . 05 (0.0%)) T o7,

AR £ C O IHE O RIVE SRS

10mg #£T 1.7% (1 f51/58 $1)) .

(10.3%) )

R s AREGE (0 61 (0.0%) .

1. 7T BAREET 0% (0 $11/56 f1)) |
20mg #EC 0% (0 f51/58 f51]) . 40mg #£C 1.7% (1 51/58 fil) TH 7=,

) AFIOARENT 1 EHEIZ 20mg THD (V3HEROCHE] OHEBR),
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V. ARICEYT S1RE

2) REMHER
OHEAMPRERE I 558 (CSG004Jp) 'V 12

B |2 BERFEE AR 2 RS EG LZER BVER OE IOV THRETT 5, F7-.
H Ay SR AT G LR R% G ORI owf%im TR A AT 9,
R sk T L D, ShaskdkE., 7o 2 oMb, EER. WATHER., EH&5RBR
FYA
PO A ERRYE  EEREIC T 2 b o — LS4y R 2 TR PR R 191 {3
F7 (R %E)
BERIEUE | 1) [RETUFREOERN 20 Ll B B3
2) 2 AUHEIRYE LW S - BE
3) A7 U —=2 a8 LI E, BRI  EBRIEO A TIRFET O BRE
4) A7V —=V TREORS, LT OREMEL - EE
(DHbAlc (NGSP) 7% 6.8%LL F 10.3% K1
@BMI 78 18.5kg/m? LA | 45.0kg/m? Kiifi %%
[Brah K1)
1 AUEEIRIF, 5 L < IBEREICEE D BEIRIN, 7 v ¥ v ZUEERE TS B RIEC X 0 JIE
U 7= 2 IRVERE PR IR O B84
HERGE | AF (FRZY 702 LT) 20mg X 40mg 2, 1 A 1 [, &R I E%KIC 528
MR OS5 Ui,
£ 1) EEFHILIE B
FHEIEE |2tk
IVE
2) BEIWREHIEGE H
BHEE
OR—=R T A ANk HHREBIG 52 HE#H F TO TRt/ T A —Z DEL&E
HbAlc (NGSP) . ZefigREim s, BHEAMRRED 7 /L a—2 AUC, &% 2 FEf% O
MFEfE, (RES%
Q¥ 5-B4E 52 FR% 12 HbAle (NGSP) 28 HAE L ~UL (6.9%A0H . 7.4%F) 22 L
BB DE S
7 R B
KRS

FefERE TRIORT,
20mg 5 R IT 5% G 52 O N— 25 A B0 HbAle Bk & (CEHE) 13-0.67%., 22
MERFIAE L & (CEME) 13-23.1mg/dL TH - 7=,

BHRREARSHBOER
20mg £ 5-7F 40mg 51
HVERAT RS (FAS) n=63 n=127
R—R T A Ml 7.83+0.96 7.83+0.88
24 JARE | -0.69+£0.79[-0.90, -0.47] (56) | -0.69+0.62[-0.80, -0.58] (123)
ek
HbAlc 52 | -0.67+0.67[-0.86, -0.48] (51) | -0.66£0.71[-0.78,-0.53] (117)
(Tgip) 6.9%41k < 333 (21/63) 6.9%k1l « 354 (45/127)
0
s [22.0, 46.3] [27.2, 44.4]
R ] . .
FERLHS 52 ks 7.4%KTi - 68.3 (43/63) 7 A%A  66.1 (84/127)
[55.3,79.4] [57.2,74.3]
e Re2 T A i 157.2442.1 155.6435.6
o 24 R 3204363 (56) 32.8+253 (123)
Ak
(mg/dL) 50 3 23.1+26.8 (51) 26.6+27.0 (117)
BAEAMRBREO /L | 24 I -102.6+77.7 (52) -101.0£69.8 (117)
22— A AUCon 2k
hngqﬂdL)OZhé‘ ol s 94.6£77.6 (51) 97.1468.9 (117)
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V. ARICEYT S1RE

20mg £ 5-1F 40mg 51
2 ] R—2 T A Ml 214.9468.4 216.1464.2
fises 24 R -57.3+49.8 (52) -55.1+49.8 (117)
Ak
(mg/dL) 52 SE -59.6+55.8 (51) 59.1£49.1 (117)
R—R T A i 68.95+13.35 68.57+15.81
i 24 S 2.72+1.44 (56) 3.17+2.40 (123)
(kg) A& -
52 S 3.06£2.15 (51) 3.44+2.60 (117)

HbAlc (NGSP) 6.9% 1% 74%AE R LR X,

I AR ZE[95% S HEIX ] (1450

*RHMELIZ % L LOCF & W CHisESH v
[Z2 4]
BIWEA., EEREMEAL OB GHILICESTZEWERAORREGIXITEO EBY THHoT-,
BERHRAIE (%)
N 20mg #¥ 40mg #¥
Bl n=64 n=127
EIYEH 25 (39.1) 65 (51.2)
HEREIEH — 175D (0.8)
BhEFIEICE - - IER 1 %2 (1.6) 3ED (2.4)
1) RENFEMEBAERATIE, 2 REBE. E3) BR/Z 9 EE., SENEMEBEARARIRE., &Ik

WO B GEECTHRELEIE N 5% EORIERIZ, s N AR (20mg £, 40mg #f : 4

Bl (6.3%) . 26 5] (20.5%) . LLFIEIER) . #EIR (8 f1] (12.5%)
4 (3.1%)) ThoTlz,
1X. 6.3% (4 f1/64 5]) ToH-o7-,

15 61 (11.8%)) . RifbEaE (4 51

A& RTARRY & COARIMBEAE O Bl fE T &

[&G5-74 75l

(6.3%) .

18 5 (14.2%)) .

avg (7 41 (10.9%) .

52 3fKFD HbAle (NGSP) 2t & K& OVERERFMAE AL &I W T, FiRFIR G LRk S5 & T

TN THNOREGFHCB O THH L REWNIT o 7,
R RS IR %E S T, ZeEMEICBWTHL N REWT R o T,
BESA I UTRER (52 B
20mg B 40mg #F
iR e R oA %G FiRRLETIE oA %G
n=22 n=29 n=58 n=59
HbAlc (NGSP) -0.79+0.86 -0.58+0.48 -0.65+0.80 -0.66+0.60
B E (%) [-1.17,-0.41] [-0.76, -0.39] [-0.86, -0.44] [-0.82, -0.50]
7 N I 1 e
SR (mg/dL) -18.8+30.1 26.3+24.1 -29.7426.7 23.6£27.2
SEYIE R R 2295 %5 FE X 8]
W) AFOARENA 1 EHEIL20mg TH5 ((VIHEROHE] OEBHR),
Q% 0 s FEBEHFER (CSG00SIP) 'V 1%
AR D 2 TRUKE PRI BB\ ORH &R O IMBERE MR 2 A2 RWIROFH#& 5 LB o Z 2K Oa %)
H PEIZOWTHIRFT 5,
AR ZhekdE, 7 o2 b, FEERHR. WATEEM, RHP 5Bk
THA
PSE BHEE - EEEEICM A RO MBER TH 1 FloEETlE=a > e — B3 R+5457% 2
HUHE R 993 B 593 il
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EEVAN (4RI UE]
BEFIEUE 1) REDUSEEOER D 20 Ll Lo B
2) 2 AUHEIRYE & W S - B
3) A7V —=2 7 AnT 8 LA, AEEE - EEREICIN A T, LT OO MR T3
DN 1 A Z AR ENTZERLOHBRETULGET 2 Z L B SN T HEE
CANKR= VT LTH (Y AV R, JUXRCITIR, U7 TYR, BT, SU)
s JUV=FRA (FT7 7V =F, SFTV=FRrrrorkiy, LT, Z7UV=F)
BT A KA (X NERAR UERE, TRV VR, LUF. BG)
CFTN D UHER (A7) &Y R, LUF, TZD)
co-Z N alF—EHER (FTHLVR—Z AT VR—Z, I 7Y h—/L, LT, 0-GI)
«DPP4 HER| (2 7V 7T 0 VK, Tu s ) I o BEBE, e 8
70U FF . LLF. DPP-4i)
4) A7) —=  TREORFE, UL TOREE - B
(DHbAlc (NGSP) 7% 6.8%LL I 10.3%Ait
@BMI 73 18.5kg/m? L) L 45.0kg/m® i %%
(Bl L HE
1 BB PRIF . A5 U < WXPERREICRE S BEIRIR. 7 v o o ZIEERE XA e B RIE IS K 0 RIE
U7z 2 IRVERE RIS O iR %
WEBRAE | 1EBRE ARl (MARZ Y 7a v L0 20mg XX 40mg 2, 1 B 1[Eg] 1 8, 52 #H
O&5 L7,
PO FHSE - BeOE S Cdb A MBERE FIRIZHOW I, 18RI Zm U<, 2o HEROHE
FFRAIE LTERE L2V D E L,
7272 L, SU L OfFRIZEBWT, HRTERUVMRIME R FEEL L 723561213, AR I Hik
LOHEORHBNTHIFHELBET S22 5L L,
T (1) AzhE
AT IE H 1) R=Z2F A AZxtT D EBE S2 HE% £ TO TN T A—Z D bE
HbAlc (NGSP) . ZEfgrpiffE, (AESE
2) BeHBHAA 52 M4 HbAle (NGSP) 2 HAEE L~UL (6.9%A, 7.4%A0H) (252
L 7ot oEIS
(2) L4tk
BIER %
EERANY TG e
[ %]
TR E TRITTRT,

20mg B GHEC I 1T DG 2 IO _N— 2T A LS O PE T o HbAle 2k & CEEE)

1%-0.77%, ZEERFmpEZE & CESE) 13-31.2mg/dL TH 7=,
BOMPBEETEGFARRBROBER . 2WHAEX
20mg ¢ 5-7f 40mg Fr G-1F
HRNEfEAT RIS (FAS) n=172 n=413
R— AT A M 8.1340.93 8.12+0.89
AL 24 s | -0.80+0.68[-0.90,-0.69] (162) | -0.91+0.74[-0.98, -0.83] (389)
HbAlc 52 RS | -0.77+0.72[-0.89, -0.66] (152) | -0.87+0.75[-0.95, -0.79] (366)
“gﬁp) 6.9% K1 : 23.8 (41/172) 6.9%A1 ¢ 29.3 (121/413)
(1]
TERH 52 iy 7 A% A5 :[5177.67’ (390é/91]72) 7 A% AT [62;'29’ (32353}413)
[49.2, 64.5] [57.4, 66.9]
- ReA T A N 163.8+38.5 161.9+35.8
i o | 240 135.0430.2 (162) 36.9+29.7 (388)
(mg/dL) e oy e 31.2+27.4 (151) 33.6428.1 (366)
R— AT A A 68.10£13.45 68.46+14.18
gﬁ;%i ppm |20 2.74+1.98 (162) 3.0242.22 (389)
52 JE 2.51+2.47 (152) -2.98+2.63 (367)

HbAlc (NGSP) 6.9% X% 74%AKmEMEZ IRE | SEIMHE[95%EHE X M UL FEEIE R 2= (B0
*RAMELZ % L LOCF &2 AW THisEH v
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2O mAER TR ARBROKR - SUHA

20mg ¥ 57 40mg H& G-
R RS (FAS) n=34 n=132
R—2 T4 8.24+0.82 8.22:0.85
R JEEE | -0.83£0.68[-1.09, -0.58] (30) | -0.94+0.71[-1.07,-0.82] (121)
HbAlc 52 EEE | -0.70+0.60[-0.93,-0.47] (29) | -0.85+0.78[-0.99, -0.70] (115)
(Ngsjp) 6.9%Ai - 17.6 ( 6/34) 6.9%A1 + 25.0 (33/132)
(1]
HERH 52 @k 7 A%ATis :[566.86 3(413}34) 7 A% AT ['5157.59’ (3733/31]32)
[32.4, 67.6] [46.4, 64.0]
- R—2 54 170.9+39.4 167.8+38.0
iR R S 43.4430.2 (30) 24154292 (120)
(mg/dL) = 52 R 31.5428.5 (29) :37.9429.0 (115)
R—2 T4 63.90+49.28 66.20+12.98
IR 24 JE I 2.08+1.71 (30) 22.88+1.90 (121)
(kg) A& -
52 -1.5042.27 (29) 22.8542.19 (115)

HbAlc (NGSP) 6.9% 1% 7TA%AMIERFZRE . FEIMHE[95%IE X M X FME R A= (B30
*RHMELIZ % L LOCF & AW CHisEH Y

ROMmMERETEHARAROBER : V)= F6tA

20mg £ 57 40mg & 5-Ff
N MERRAT RS (FAS) n=8 n=14
R T i 8.1840.68 8.62+0.90
g | 2N [ 0620380101, 022] (6 1.101.15[-1.76, -0.44] (14)
HbAlc 52 ERE | -0.74+0.48[-1.34, -0.14] (5) 1.11=1.07[-1.76, -0.46] (13)
(I‘I(Ejs)l’) 6.9%:A - 12.5 (1/8) 6.9%A1 © 7.1 (1/14)
(1]
FERRHT | 52N 7 A%A G [506.36 5(24/78]) 7. A% AN [50721 3(33/91]4)
[15.7, 84.3] [28.9, 82.3]
pa— Re— 2T i 170.5+28.6 172.2439.0
i o | 240 -39.5£13.9 (6) 425382 (14)
(mg/dL) e oy e 33.6485 (5) 36.7+383 (13)
R AT 65.54+6 46 66.74+13.80
e 24 I -2.53£1.77 (6) -2.63+1.95 (14)
(kg) A& :
52 JE 2.46£1.61 (5) 2.35£2.16 (13)

HbAlc (NGSP) 6.9% 1% 74%AREM R Z R X,

*RAMELZ % L LOCF &2 AW THisEH v

O MmyER TR ASROKEER - BGHA

FEIE[95%IE R X A ST + R vER 22 (B0

20mg ¥ 57 40mg ¥ 5-#f
Ao tirct 4 (FAS) n=32 n=67
R—2TA 7.7040.69 7.98£0.91
v | 24P | 07620470093, 059] G| -08640.66[-1.03, 070] (69)
HbAlc S2MEEF | -0.71%0.55[0.92,-0.51] (29) | -0.80+0.73[-0.99,-0.62] (63)
Q‘I(%P) 6.9%A - 43.8 (14/32) 6.9%K - 269 (18/67)
6
WA | SV | Doy s | 7avekil s 642 (43/67)
[60.0, 90.7] [51.5,75.5]
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20mg ¢ 5-7f 40mg Fr G-#E

sepERs N2 T A i 150.2+24.8 157.7434.4
i3 w2 W 24.9421.0 (31) -33.3433.0 (65)

(mg/dL) > 52 VR 22.9+17.4 (29) -29.9+30.1 (63)
R 25 A i 67.28+12.24 72.21%15.66

(ffg;f@ |24 3.07+1.78 (31) 13.94+2.91 (65)

52 i -2.94+2.05 (29) -3.88+3.31 (63)

HbAlc (NGSP) 6.9% 1% 7TA%AMIERFEZ FRE, FEIMMHE[95%IE X M X FIME =R A= (B30
*RHMELIZ % L LOCF & W CHisEH v

RO MmAER TR ASBROKR - 72D HA

20mg ¢ 5-7f 40mg Fr G-H¥
HEWEMEAT XIS (FAS) n=32 n=67
Re2 A Ml 8.131.06 7.97+0.93
L JEEE | -0.71£0.80[-1.00,-0.42] (32) | -0.79+0.64[-0.95,-0.63] (62)
HbAlc S2 M | -0.84+0.85[-1.16,-0.52] (30) | -0.82+0.60[-0.98,-0.67] (58)
<N(333P> 6.9%4ii - 21.9 ( 7/32) 6.9%A:1 - 433 (29/67)
o
et | 2w | SOy | ravekin s he )
[37.7, 73.6] [56.2, 79.4]
— N2 A Ml 160.0£40.0 152.2430.1
i N EX S 229.0433.2 (32) 23244247 (62)
(mg/dL) S sy g -30.4£28.5 (30) 2744223 (58)
N2 A Ml 72.78+14.11 72.33+15.35
(ffg;ﬁ pn |2 S 2.85£2.77 (32) 2.19£221 (62)
52 -2.4242.76 (30) -2.05+£3.01 (58)

HbAlc (NGSP) 6.9% X% 7.4%ARmEME L IRE | SEIMHE[95%EHE X M UL FEEIE R 2= (B0
*RME L5 L LOCF & W CHlisedh v

ROMmyERTEHAASBROBE - oGl A

20mg ¥ 57 40mg ¥ 5Hf
HEMWEMAT RIS (FAS) n=31 n=65
R— 2T 8.14+1.06 8.02:0.86
B L 24 JEKE | -0.89+0.73[-1.17,-0.62] (29) -0.87+0.73[-1.05, -0.68] (62)
HbAlc 52 3EEE | -0.84+0.72[-1.13,-0.56] (27) | -0.93+0.65[-1.10,-0.76] (57)
(I‘I(S;S)P ) 6.9%41% - 194 ( 6/31) 6.9%]t - 38.5 (25/65)
(1]
A | 2 | 0TI | 7avkil s 08 (4665)
[48.6, 83.3] [58.2, 81.4]
— R T i 164.2+42.4 158.536.3
i X S -38.4433.6 (29) 31.9426.6 (62)
(mg/dL) = 52 i 32.6£31.7 (26) 31.3422.8 (57)
R— R T 66.73+13.86 66.82+11.52
R 24 JHAE 3.37+1.84 (29) 13.66+1.66 (62)
(kg) A
52 A 3.03+2.34 (27) 13.86:2.52 (57)

HbAlc (NGSP) 6.9% 1% 7TA%AMERFEZFRE, FEIMMHE[95%IE X M X FME =R A= (B30
*RHMELIZ % L LOCF & W CHisEH v
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V. ARICEYT S1RE

20O mAER TRt ASBROKER - DPP-4i A

20mg ¥ 57 40mg ¥ 5
HEMEMAT RIS (FAS) n=35 n=68
R—2 T4 8.38+0.95 8.19+0.89
D S | -0.83+0.73[-1.08,-0.58] (34) | -0.98+0.85[-1.19,-0.77] (65)
HbAlc 52 EME | -0.78+0.88[-1.09,-0.46] (32) | -0.93+0.86[-1.15,-0.71] (60)
(I‘I((O‘;S)P ) 6.9%A54t < 20.0 ( 7/35) 6.9%Ai - 22.1 (15/68)
o
AT | 52 ik 7.4% At :[387'%1’ 3(612}35) 7 A%AT [61()2.59’ (34315;6]8)
[21.5,55.1] [47.7, 72.0]
— R—2 T4 171.1243.0 165.2+35.1
A SR 24 K -38.6+31.7 (34) -40.2£31.2 (65)
(mg/dL) 52 i 37.6£30.5 (32) -36.4+30.8 (60)
R—2 T4 70.44+16.78 67.23+15.00
(= 24 2.40+1.43 (34) 2.61+2.12 (65)
(kg) Y
52 2.69+2.81 (32) 22.50+1.86 (61)

HbAlc (NGSP) 6.9% i3 74%ARmEMEZ IRE | SEIMHE[95%EHE X M UL I R 2= (B0
*RAMELZ ) L LOCF &2 AW THisEH v

[Zz4=1E]
BIVER. BEERBWEAKLORGFIEICES>TRWEHORBRE ST TEO LB ThoT-,
BIERRIRMBIZ (%) : 20mg ##

SR SU 71 =K BG TZD a-GI DPP-4i

Be 5RE n:'f75 OF RS DEFRE OF RS OF RS DFEFRE DFEFRE
n=34 n=8 n=33 n=33 n=32 n=35

ElI1EH 71 (40.6) 18 (52.9) 2 9 (27.3) 21 (63.6) 9 (28.1) 12 (34.3)
- 1?%1) 17%2) 17%3)
ERZAIER ) 3 (1L7) - - - (3.0) (3.1) (2.9)
?Q‘Ef':fiﬂ:bl 4 (23) B B 2 4 1 1 S5) B 1 * 6)
= o = EIWEM (6.1) (3.0) (2.9)

ED AN VALTHAE, 1E2) MEERE, 3) @k, 14 LIEER, 5 7 MR, 11 5) 2 b L ZLE,
1 6) IRERD

BERAFKBRBIZ (%) : 40mg Bf

S SU JY)=F BG TZD o-GI DPP-4i

57 n::\I 3 OF HEE OF HEE OF HEE OF HEE OF HEE OF HRE
n=134 n=14 n=68 n=68 n=66 n=68

BIEH (41275) 55 (41.0) 3 (21.4) 27 (39.7) |37 (54.4) |27 (40.9) |29 (42.6)
e - 2 1E1) B 1 1E2) 2 1 3) _ 1 1 4)
L I (15) (2.9) (15)
G-k 1 26 1 &5 1 %6 3 ) 5 iE8) ] &9
£ o ZEIEH ’ (0.7) (1.5) (4.4) (7.6) (1.5)

HED MEARY =7 BB, E2) —@rERE LRI, 1E3) AR, BRAE, TE4) IEZE, TES) RER
AR e) —EMERMEM R, ET7) AR, Bl BEERSS, 11 8) ML ILE. FEMED E v, MBI,
ERRAE R BRE MR, M b ARHEIR T F/ﬁiﬁﬁ@\ 1£9) ftszE

20mg XL 40mg FEWVT IO ERECTHREEIEN 5% EORWEA X, &2F& Thhsr ko

REEIN (20mg . 40mg Ff : 23 61 (13.1%) . 46 5] (11.0%) . LAFEAER) . 0¥ (13 # (7.4%) . 42
5] (10.0%)) K&OMER (10 5] (5.7%). 28 5l (6.7%)) T -7,
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V. ARICEYT S1RE

[FERIC, SUBFREETIZ, BER (661 (17.6%), 11 6 (8.2%)). {XifbEE (5 F1 (14.7%). 12 4
(9.0%)) . M4 AREEIN (4 51 (11.8%) ., 13 1] (9.7%)). [ 3 (8.8%). 14 6 (10.4%)) .
R 261 (5.9%). 561 (3.7%)). 3Z Q2 #] (5.9%). 04 (0.0%)) THY, 7V =K{fHT2
BILL 3B L 72 BWERIIRER O S /e o7, £72 . BG GEHABE I 47 & ARSI (1 61 (3.0%) .
441 (59%)), A¥E 0F (0.0%), 561 (7.4%)). #Ex (16 (3.0%), 4% (5.9%)). TZD ffH
BECIE, fu 27 b AR (12 41 (36.4%) | 20 1] (29.4%) ) |, JR &N (4 41 (12.1%) . 1 61 (1.5%) ) .
0% @6 (12.1%), 761 (103%)). $8K 2 F (6.1%). 561 (7.4%)). BEMEEK 2 6 (6.1%) .
261 (2.9%)). o-GLBEHBETIZ. 11 Q#] (6.3%). 7% (10.6%)). FEBES (1 4] (3.1%). 4 fi
(6.1%)) . fi.F1 4 b oAAREEIN (2 41 (6.3%) . 1 4 (1.5%)) . F=EIPE D F 0 (0 4] (0.0%) . 4 41 (6.1%)) .
sk (1B (3.1%), 4 1 (6.1%)). DPP-4i JFHBETIL, M7 b AREEI (4 B (11.4%), 8
(11.8%)) . JRH 7 N AR 2 61 (5.7%) . 461 (5.9%)). H¥E (441 (11.4%). 8 i (11.8%))
Thol=,

BO&RHMERE £ COMRMABERE OBIWERABREI S IX, MAZ Y 7evr 2 ui=1y LT A
T 14.7% (5511734 5))  EHHR A > 2V o UMEESEDE T 0% (0 B8 ), &7 7 A RRIKHA|
PFHTT 0% (06133 f5il) . 7 U 2 RIEHIGFH T 3.0% (1 61/33 fil) . a-7 b= 2 —ERHEH
OFH T 0% (0 51/32 f31) , DPP-4 BHESEGFH T 2.9% (1 f51/35 f5)) Th o7z,

) AFIOARENT 1 EHEIZ 20mg THD (V3HEROCHE] OHEBR),

(5) B#E - fREERIGER
OB HERED 72 2 2 RUBEIRIS B &2 %% & LI2iBR (CSG006JP)

RO | BREREDNIER TH L UIPEELIMERT L 2 ARERISEEIC M A7 ) 7y 24
H Y 8 G LT BRO A ZIE R L BVEIZ DWW TR 2,

i Zlisk I, FEE MR
TWA

ISES BHHIE - EEPIEO S L TR DB FIE 1 AlOmR Tl = > b u— 3R +43
72, BEERENNIEHR TH D XX T HFEIMKT L7z 2 BUER B 43 6] (h 5B HREREE
F 30 5, REREIE R B 13 1)

EEVAN [ %E]

BERILYE | 1) [FEBUSREOFMRDY 20 % LL L 75 A o B

2) 2 BUBEIRNS & 2l S s B

3) RBSRMAFFZ . eGFR 73 30mL/min/1.73m? Lk | 60mL/min/1.73m? Ay (2% B R he s
%) % 90mL/min/1.73m? PL b (EHERETE ) DHBRE
HAA D GFR #4520 : eGFR (mL/min/1.73m?) =194xCr-O4x4F [ 0287

T DA 13} 0.739

4) ROBERMRATRT 8 WM LL L, BRFEE - EIRIEOA TIRETORE, IR FHRIE - E
I 2T LU O O ISR IO W1 1 Al 2 8GR S iz kK OV & CaL
FEFESTLHZ < FEHEINTWHEE
s ANVKR= N LTHE] (U AEY R, JUNRCTTIR, FUTTYVR)
*DPP4 [HEH] (% 7V 7F 20 VEREKF, Tar ) FF o ZEERE, EAX
TIVTFY)

R | [BRA
BERIEYE |1 R, 7 U< ZMEHREC I S BERIG, 2 v o VR UL E KRS X 0 S
U 2 BRSO 00 L 5

AR GE | FARZY 7aYr 40mg 2, 1 B 1AL, FIAETIC 24 BB OEES L,

7 1) FEZEFHLEE
S E B N—=2AF7 A ) b#h 24 J K (LOCF) @ HbAle (NGSP) D2k
2) EIREHEEE
ON—=2 T A b EERIG 24 HRH% E TO TRENT A—Z DELE
HbAlc (NGSP) . ZefgmEifn ks, (KE%%
@ 5Bk 24 HR%IC HbAle (NGSP) 2SHEEEL~UL (6.9%A0M, 7.4%A0) 12E L
T i OEIG
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V. ARICEYT S1RE

7 iR S
[ 20 1]
24 HARFIZBIT HAERIFIREO LB THY . WT N OBFEREREE B T AHEEM T 0.5%LL k=
@ HbAlc O DFD BTz,
EHMEDEL S 2MBRFBEENRE LERROTLESR

RO REIE R HHAT: R R R P R R
n=12 n=30
R— 2T A Ml 8.23+0.78 7.63+0.98
A& -0.68+0.88[-1.24, -0.13] | -0.24+0.66[-0.48, 0.01]
. 16.7( 2/12) 26.7( 8/30)
HbAlc (NGSP) (%) 9% A
° e 0.9% A%l [2.1,48.4] [12.3, 45.9]
B 50.0( 6/12) 60.0(18/30)
0, N N °
7 4% A [21.1,78.9] [40.6, 77.3]
R— 2T A Ml 175.8433.2 148.5423.7
ZefG eI E  (mg/dL) —
b -31.9431.4 -16.3£22.0
R 2T A il 70.38+11.96 69.92+9.86
wE (kg) -
b -2.2743.31 -1.73£1.97

S EEYE R SOTES (B [95%EEIX ], KEHEIZKT L LOCF 2 W CHfisgd v

[Z2 4]

RERNIL, B B BE RO EEEKERERE T2 13 64 3 4] (23.1%) K130
Bl 4 1] (13.3%) (23 L7, EEREWEH KOG IEICE - 72 BWER LB HRE i BH DR
WE 1 Bl Ch o7z,

2 B RIZERD DAL RIERIE, R RERE E A CToMEIR 3 i (10.0%) ThoTo,

W) AFOAREA 1 EHEIL20mg TH5 (VIHEROHE] OEBH),

QOB HERER D AIME R V2t (MR W 2 EW 4 RER O A fRdr) ¥

RO |2 BURERIF AR xS & U CHEM L2 EN 4 3B A2 A L, eGFR IZEES W BHRERICH
H#Y TOVE R OV Ve 2 Rl 3 5,

kbR LN ORBRZ A LT,

FHA | - BIEE T T ARSI T E S MR (CSG003JP)

- BUEIER & 555 (CSG004JP)

- B0 fpERE FEEOFHEER (CSG005IP)

- BHRE D H 7 2 2 BUFEIRIFN BT 2t g & L2l (CSG006JP)

BN < FERERE D JE B >

REREEE | BHSREE BB - eGFR ™ =90mL/min/1.73m>

IR R RE S 2 BB 3 . 90mL/min/1.73m? > eGFR = 60mL/min/1.73m?2

Fh A EERS MRS E FR - 60mL/min/1.73m? > eGFR = 30mL/min/1.73m?

) HAAD GFR #8 : eGFR (mL/min/1.73m?) = 194xCr M%< 4E 0287 (£oMED 3413 X 0.739)

MR STIE | IS

F7 R—=RA T A LG 24 HRED HbAlce, ZEHERFMME, KEOEE, e
PTG H

EEATEY TR

[ 2]

B IR RS R R OV OB RER E B CORE 24 BRFZBIT HRX—RA T A4 VD
® HbAlc ZALEZ LT ORITRT, WTILOBHEREREBH Cb AHEEM T 0.5%LL Ed HbAlce
DI DF8D BT,

T, WTNOBHRERE BE T ZE MR OWD 350 BTz,
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V. ARICEYT S1RE

20mg
EHEREIER B | IR S B | PR R
HbAlc (NGSP) | N—A T A Ml | 8.24+0.850  (108) | 7.98+0.926  (163) | 8.36x1.180  (22)
(%) A& -0.99+0.68 (100) |-0.73+0.73 (155) |-0.54+0.86 (19)
ZeRERRILE | N AT A ME [169.6+37.77  (108) |158.5+34.49  (163) [169.0+54.52  (22)
(mg/dL) 2t -37.7£33.6 (100) |-32.7+29.1  (155) |-31.2+£37.6 (19)
(A N—R T A fH |68.74£15.600 (108) |68.59+12.825 (163) |63.63£12.074 (22)
(kg) b 2.74+1.91 (100) |-2.81x1.86  (155) |-2.36x1.74 (19)
ERME AR ER S (B0
40mg B
EREREIE R B | B REIEE B | TR
HbAlc (NGSP) | “N—A T A L | 8.2840.934  (206) | 7.99+0.842  (361) | 7.83£0.901  (71)
(%) ZAb & -1.02+0.79 (192) |-0.79+0.68  (345) |-0.49+0.65 (67)
JeREREMgE | XA T A U [168.9£39.52  (206) |159.1£33.92  (361) [146.7£25.06  (71)
(mg/dL) 2k i -40.1432.3 (192) |-34.2+27.1  (344) |-21.3£20.0 (67)
N N—ZF A E [71.53£15.593  (206) |67.10+13.653 (361) [67.78+10.155 (71)
(kg) b & -3.1442.53 (192) |-2.99+2.18  (345) |-2.56=1.89 (67)

P RS (B

[ 4PE]

HEFEG L PEEHOBBEEGIXITRO LY Tholz,

EEEZR. BIERRIBEHE (%) : 20mg £
P RE B R B AR B | TR R E T R
n=108 n=166 n=23
HEEL 87 (80.6) 128 (77.1) 16 (69.6)
HELAEFSR 4 (3.7) 14 ( 8.4) 3 (13.0)
Pe Gk ICE - - A EES 4 (3.7 8 (4.8) —
EIEM 46 (42.6) 58 (34.9) 7 (30.4)
HEZAIEN — 3 (1.8 —
BeEH IR E S T-RITEA 2 (1.9 3 (1.8) —
AEER. BEMEARBRMIE (%) : 40mg B
P RE B R BB AR B | TR R E T R
n=209 n=364 n=71
AEFRZ 165 (78.9) 303 (83.2) 50 (70.4)
HERLAEFES 10 ( 4.8) 23 ( 6.3) 5 (7.0
e H IR E - T HERES 9 (43) 12 ( 3.3) 5 (7.0)
&Il 93 (44.5) 155 (42.6) 18 (25.4)
HERRIEH 2 (1.0 5 (1.4 2 (28
Be bkl E - T RIVER 6 (29) 8 (22) 2 (28

HERBENIL, 20mg BT 3 ] GHER, A ML ALMAE, MERRE, 4 16]), 40mg #£T9
Bl (ELIGHE 2 (5, AN Y — 7 BREARE, — i VEAMME MR, MAEIE, PN Bk BARIA R FEE
O, ATSZARA. 45 161 ISR bl

BHHRIEICESTZRBIEAIZ. 20mg #T 561 (RERCD 2 I EIEERE. 55 7 IehRREL, 2 b
L ZDRIE, 45 161), 40mg #ET 16 i (RERD 2 B, frf 7 b AREINIR T 7 b AR, #1
PRIZ O FEE, BYESRE . PR AR, it v, BIRAEEAEEAME DR, IMEEZE,
ARG, kP PRI BARARIEAE, Al bE, ZMALTLE. ARk, BB, &, 4 16 (258
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V. ARICEYT S1RE

H oI,

eGFR 78 30 LI | 45 KDV 7 7 — 71280 T, ARFIBECTRHRAZNE N E WL 7 b AR
20mg #if & 40mg BECTH T 22 il 1 41, iFEJTm: 22 iR 2 BEED HAL TN S 23, eGFR 23 30 LA
b 45 RO BERE CREBEE NS WEINIRO o T, BEERAEEEREONHIEICE ST
ﬁ%%%ﬁ\ﬁ~wﬁﬁm%lﬁ(m%ﬁﬁ)mbght%@@ AH & OREERITEE S
77

20mg B CH 2 EE B RERR E FBE C R BLUEIG D B RE PR AR )T R IE W BB E T
FEEE & S%LL LN D EREGT, M b AREIN (BHGEEF B, BB RER E A
F. PR SRR E RS - 16 1 (14.8%) . 14 6 (8.4%). 461 (17.4%). LUFIAER) . Wl (4 11
(3.7%) . 11 (0.6%). 2 (8.7%)). BEIR (665 (5.6%). 1461 (8.4%). 3 f] (13.0%))., LXGHE
JEG (10 651 (9.3%) ., 14 451 (8.4%). 0 f3] (0.0%)). R b ARG (6 i (5.6%). 041 (0.0%)
0% (0.0%)). &g (661 (5.6%). 761 (42%). 0% (0.0%)) TH-oiz,

40mg FECH SR B RERS E HR T C O R BLEIG DR B AR RE R T AR TR IE W RE T
%ﬁ%%&S%ui#ﬁ%éﬁ$$%i FRGERG: (Bne RS, MEREREREEDRS, B
SR RERERE E RS 19 B (9.1%) . 16 B (4.4%). 7 B (9.9%). LAFFEEE) . SNHGEE (64 4
(30.6%) . 118 ffil (32.4%). 19 f5 (26.8%)). Mg (27 Bl (12.9%). 29 f5] (8.0%). 3 f5i (4.2%))
ThoT=,

W) AFOAREAZ 1 EHEIL20mg TH5 (VIHEROHE] OEBHR),

(6) JARBIERA

1) ERARGERE (—REARERE. BEEARERE. EAMELERE). RERTERT —42
N—RHE. RERFTRERABORE
R 7 o P Rl A A
OFFEME A pGERAE (R (EhET)
2 AUPERI A g & L, RIERGE R O ERE F CORMB M T 2 AKH O LML OE
%j] i;&*ﬁniﬁé—éo
OFEEAAREHA (RilpE) Y (BEAERETE)
65 kLA LD 2 BUPEIR ST A5t G & L, AR ORGEIRGEH% R O ERE T CORE % Ehi
LTz, ZetE R OAMEN R S, ZEMIIKRRE TORIL L AR TH -7,
1) AFIFETEER 3 5 HURNICARIDIAAN S AL, Ml (285 LI BRI ) T AR &G S v ie 26l 2 m]
REZRFR D FRA S 2, BIEWIRIT 1 4R/,
BUEIR 1% WK AR
LI o 2 3Rz 90 U7, (WA SCESGETARRE K OVl & PR A AH A5
ORE T £ MR R — 4Vx)7%ﬁﬁ%%%m”>

RO |2 BUEIRIEE IR & A > R Y B 2 OF T G- U T2 BRO A D S OV BRI S W TR
H Y ERAE

|

W]

S | CEERN (25 0~1608) : MBI, T4 AL, 7 IR, CEER. LR
A L | R
BRI (5 16~5238) : SHHRIERE, I 5

k= lli

FER
SES SRk - EENRIEL me4/x)/%%(%% VA I L DPP-4 [HEE L O fFH
BRAEte) TiikEa s b — RN R14 Fl b G5 B 210 43
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V. ARICEYT S1RE

ESTAN

LEHRIEYE]

HRERIEYE | 1) [RIE ISR OAF#RAS 20 il b 75 mLL T OB H

2) ARV AR T = > b — VAR5 70 2 BUBERGIEE D S5 b LLTNICEYT 5
B
« A A HEIO B OIEY)IERETIME = > b a — VSR A-45 7 2 BUBE RS B
< LB R Y HLK & DPP-4 [HER L OfFHIBE Tl = > b o — VAR 47
2 FHE PRI R
3) A7V —=2 7 KERI3 » HELL L, £ AU HH| (Basal-bolus, Bolus, Premix (low
and high) | Basal) O#5ENZE (£20%) L TW5HHEE
4) Basal ICE DA AU AREIZEBWTIL, DPPA4 HEAIOAGIHATEEE 35, D7 &b
27 —= ZART 3 » HEIL DPP-4 [HER O HELZ T L TRV EE
5) A7V —=V 7 RAEOREE, DL ORUELR -+ B
(OHbAlc (NGSP) 8 7.5%LL | 10.5%LL T
@BMI 77 18.5kg/m? LA _E 35.0kg/m? Kl 4
[FRoM L HE]
1 BOBERRIN . AAISOEMLD SGLT2 PREAIOERE Bz ate) 1o HBES%

RERTIE | CEERY (&5 0~16)  AH|20mg T T EARE, 1A 1E, §RESUIHEERIC

16 BRBBEHES Lz, A v A UBIFNCHOWTIEFRAL, A > 2V OHBR A VR v
LA NIET Lo T, ARIMAE DRI OIKIME 2 T 2 LERH D581, 4 A
U HEOEEZAREE LT,

IFEBRY (5 16~523) : T XCOBEITARA 20mg %, 1 A 1[5, #EATXITHERIZ
36 BROEHEEG Lz, £ AU U HER, EROHE CEEARE S Lz,

ESTAN
BALIEEYE]

(1) AzhE
1) FEFHMEEE -
N2 5 onb 16 lREE TO HbAlc DAL E (7R ITxtd D EB:)
2) RIREHEEEH
R—=RA T A b 16 #RFE TOZEMERAINEE, % 2 KM, KECZ{LED
Z 2 AREE L O
R—R 54 UMb 52 WEE To HbAle, ZEfEREMeE, (KEOE(L B
16 B K O 52 IG5 (2 HbAlc 23 7.0%:A0 X i 6.5% AT 127 L 7= BE OEA
(2) 4tk
1) FEFHEHEA
52 JE R FIE A
2) BIREHEEH
16 i B O BIE 4%

ESANER T S

[ 2hE]

CEHEBRY (&5 0~168) OERFERE TRIORT,

HbAlc
ZefE

DGO DEEIZBWNT, KFFEHLT 7 B AR L LG ERE TR b,
(A K OV 2 RFRIIEEIZ DV T b | AABEL T T B RRE L LT BRI TR0 bz,
AR VEBIGRARBROELHEE (ZEERY - 16 8

A R A A LAY B
+7 TR SR R /A R = B
B NSRS n=70 n=140
NR—2F A D 8.40+0.65 8.53+0.76
b2 0.48+0.089[0.305,0.655] -0.59+0.069[-0.724,-0.451]
mmﬁng) TIEREDED — -1.07+0.090"[-1.246,-0.890]
— cﬁ%xﬁ 0 (0/70) 4.3 (6/140)
7.0%ATi5 1.4 (1/70) 12.1 (17/140)
- . R T A AED 162.4+43.2 164.0+47.2
ﬁ(ﬁlfi%% B ? 8.8+3.98[0.93,16.62] -23.3+3.05[-29.31,-17.27]
TR EDED — -32.1+4.37°[-40.69, -23.44]
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V. ARICEYT S1RE

A A B A R A
+7 TR thARTY 7Y
, R—2F A AED 302.6+65.6 300.3+68.6
ﬁfﬁ(;ﬁiﬁmﬁ B ? 4.7+7.49[-10.05,19.51] -62.9+5.97[-74.69,-51.16]

£ TIEREDHED — -67.7+7.80"[-83.04, -52.27]

R—2F A AED 72.24+11.12 68.84+13.24
1(2% B ? 0.05+0.200[-0.346, 0.440] | -1.35+0.149[-1.642, -1.054]
TIEREDHED — -1.40+0.229"[-1.847, -0.943]

DBl = AR =

2)FREE fe /N 3R A A HERRAE[95 %15 HE X [H]]
*p<<0.0001
BEGRE, RS, BEREE RN E O AR, A2V —= 7 WD HbAle, A AU LY A2 TR eGFR % [HE
ZhE. HbAlc O HHIfE, HbAle OEEHIE & IR & O ANEM %32 H & L7z Mixed Model with Repeated
Measurements (MMRM) (2 J 2 fi# 4T

O “EERIICHERE L T 36 MIHOEEKRE (%5 16~52 M) ITBATL, ARECAA]
20mg 210 1 BGRRY LfRe FRIORT,
FHEDR—R T A D 52 I E TO HbAle B OZEMIR fRED AL RITE T L7,
A 2R DREIGRSEBROELHER GEEHRH - 52 88)

A A Y B A AV B
+7 TR MR T Ta vy +thARTZVTav
R—25 A E D 8.40+0.65 (70) 8.53+0.76 (140)
HbAlc (NGSP) ZAr &Y -0.73+0.83 (66) -0.76+0.88 (130)
(%) — 6.5%5&@% — 3.6 (5/130)
7.0% A5 - 15.0 (21/130)
JefEELE | N AT A fE D 162.4+43.2 (70) 164.0£47.2 (140)
(mg/dL) A& 24.6£51.3 (64) 29.3+42.0 (130)
N N—2 5 A MED 72.24£11.12 (70) 68.84+13.24 (140)
(kg) A& 2.13+£2.51 (64) -1.52+2.36 (130)

D PR AR ER A (1550

(22 4]
BIER., BEELRBWEHA K OREFILIZE S TZEWEHORBEIGITTRO LB Th o7,
BIERRRGIK (%)

A A Y rRZY 7aY R
'R it THESHR 16 B 52@% (ML‘? J 7 CHERY - 16 Bk 52 3 b
” 7Y h 36 HH) 7 -
n=70 n=140 n=140
n=68
EIYEH 16 (22.9) 24 (35.3) 58 (41.4) 77 (55.0)
HE L RIEH 150 (1.4) — 152 (0.7) —
&EAE{JJJ; = _ 1 3) H4) 1 5)
% - 1= B FE 1 (1.5) 2 (1.4) 3 (2.1)

TE D) /NMEEZE, VE2) RMBEMEERGHA, TE3) 395, 11 4) MRRGs, RIS, 115 MRS, RMBEIIR
PHZEVER ., RIS

16 WO —HERIICBW T, W O& 58 TRBELEIE D 5%, EORIER X, (K (7
7/ AREE 11 B (15.7%) . ARFIEE 39 6] (27.9%)). OB (77 BAREE 0 Fl (0.0%), AHFIEE 8 F
(5.7%)) Tohole, 77 BRI T 5 36 HEOARFE G HOHMIZIBT, FBEIG D 5%LL
FoORWVERIL., BRI 18 1 (26.5%) . MLd 4 b oAKEEIN 4 1] (5.9%) THotz, ATV 7y
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V. ARICEYT S1RE

VEEIZRT B 52 M o GHRIC IV TUIEBEIE DY 5% L EORIER X, AR 54 1] (38.6%) .
189 6l (6.4%) ., 14 b AREEM 9 1] (6.4%) TH-o7-,

IR pEAE O EIVEH R BLEI G 1T 16 O —EHE MO 7 7 B REET 15.7% (11 #1/70 i) . FA 27
Vo U BET27.9% (39 51/140 ) Thot-, Fi-. FERZ Y 7o BB S 52 BT
38.6% (54 15]/140 f5)) TH -7,

QRLEMR7E#% Ba R kB — GLP-1 2 B EEI SR OF F 3kBR 19 19
ENY0) 2 AEPR IR BE ICAH] & GLP-1 2 FIREEhEE 2 RHIRIOF &% 5 L 72RO Z &Mt R OF #hit
H A WZOWTHRFTT %,
RBR Zhask kA, EEMR. B 5HER
THA
PSS B - EENEVEICIN 2 T GLP-1 2 FIRIEEI 3 O AN CilufE = > b e — V3 R+4y
7 2 TUEPR I B3 67
£ [N L HE]
BEIEHE |1) REBSEFRFOFMN 20 2L E 75 UL F o EFE
2) GLP-1 S RVEEN R O HAIREE T D 2 BRI B
3) A7 U —=7MERT 8 WHILL L, RFERE, EERIEICINA T GLP-1 = & {A/EH)E
HATHEROCHEEZETETHREGE SN TWDHESE
4) A7V —= TR, LT OREERRT-THE
(DHbAlc (NGSP) 7% 7.0%LL I 10.5%Ai
@BMI 7 18.5kg/m? LA _E 35.0kg/m? R
[BRAhREE]
1 BUEIRIR, AFN OG22 LN b 5 BEE
RERGVE | ARKI 20mg &, 1 B 1A, di&E IR 52 @& G- L7z, GLP-1 S FR/E#) 3K
EAN, R EZE U CHERVCHEDERE 2{ThbR b L LT,
F 7 (1) Auhik
BENREYE] 1) FEFLIRE
B 5.BHLG 52 I E T HbAlc D_— R T A b D&
2) BIRETHTE B
B 5.BAMG 52 MFE COEMERFMEE, KEZEDORX—ZXAT A U nbOB{LE
(2) 24tk
1) FEFmLIRE
BIE %%
7B R
REESLES

ERRERE TRIRT,
HbAlc (NGSP) K OVZERERFMEIIE/A L, 52 F Tk L7z,

GLP-1 SBAIEENZE G AFER (52 BEF LOCF) D#ER
GLP-1 S & REEN IR
A NPERRAT 52 (FAS) +hAR7Y TPy
n=67
R—=2F A Ml 8.57+1.04
b -0.59+0.99
HbAlc (NGSP)(%) ‘
b 6.5% A 4.5(3/67)
HR 7.0% A5 11.9(8/67)
- " R—=2 T4 Ml 190.7+39.0
IR LB (e L) A& -33.9+35.2
N—2F 4 M 73.16+10.33
frile) A& 2.5742.71
SR + AR YRR 7=
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V. ARICEYT S1RE

(22414

RIERIE 67 il 17 3] (25.4%) 1ZHBL L 7o, FELEIG DY 2%LL EOREIWERIZ, 16 4 61 (6.0%) |
R, Mizk, BEIRE 3 61 (4.5%) Tholo,

R RIVER I IMERFEZE 1 1] (1.5%) 2338 Hiviz, BWERIZ L0 B IRI2E » 72 EFT 2 5
(3.0%) ToHV ., TONFITIESRE, SER/MMEAETE D8/ RN TS 1 FlTh o7z,

O FEAMIRE & C AR IUHERE O BIVE R BLEIG L. 1.5% (1 61/67 #]) Thoio,

2) RREFHELELTERTFEDARXIEIEMR LI-AE - HABOHE
M L7g0

(1) Z ot
ek L
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VI. EFREBICEYT HIEE

EEE(ICEY HEHE

1. EEZMNICEEHSLEYRIIILEYE
SGLT?2 [HEEH|

s ERT Y Ta Yy Ta Ly Y a—K, b Ta Dy kM. A 57 7
oYy L-7ul), vt Y valrkmt, o7y oYy
EE  BEEOH HILEWDORNEE « IR, BT ORMNCEESRTHZ L,

2. EIB/ER

(1) 1EFRERL - /EFMERE 20 2V 2
TERERAL - B DENZRANE S1 B OEBEMIAAET 27 U A« 7L a— 2 JLigikik 2
(sodium glucose co-transporter 2;SGLT2) ]
TERME © N7 Y 7m P u0% SGLT2 (BRERIA TR SN D 7V a— A FRINZ#H 5 £72 b
T URAR—H =) BRIRICIHE L, @R 7V a— 20 RbgEEZRET 2 2 &I
0 MBERERICIE LR TSE, Mz be— 1 Z2dEI 5,

FREEICHITDTIILa—RBRIR (RTY 7202 U3ERER)

JFIRIZE D KEBsy (ﬁ%m)®7w:—zi UL PRAAE S1 3 EiOE RN B L T\ D
SGLT2 IZ L W W &, 7Y O )L =2— R 33mAAR D S2/S3 S EIZHEL L T 5 SGLT1 TH
REns,

B, BRICImES R L CH 7 b a—X %, FEIZ SGLT2 OFEAIZ L 0 JRFICHE S vz vy,
SBRIK RipE

7L a— &
PEHE AL

(& M AER)
2 PR 70 L B RE Tk, SGLT2 &N SGLT1 IC kX AFWINOME A 2 A 7 /v 32— A%

RAFA~PEES D,
KERE REE

SGLT2 SGLT 1/ l

o
B MFERRE TIIERMNITET %,
ZILaA—2R (FR¥E)

32



VI. EHEEBICEYTSHEE

REEIZEFTDTILa—RBRIIR (KT 7D VKER)
rRZU 7Y SGLT2 RN ET 5 Z &I X 0 LR S1 oEicorna—2A
U6l U, FIRD 7V a2 — 23R RME S2/S3 ZrfiE CilEidi, —E&D 7 /L3 — R X
SGLT1 (2 XV RIS 5,

(B MmEEREF)
rERZY 702 ORI SGLT2 MHEERIC X 0 I IRME S1 4581 To 7L a— 2O HRIN
N XD 7=, @7 7L o — AR S, IESME T4 5,

*%f LN Y DRI=-PD,
L]
SGLT2 FILa—2R
. \!“
e \\‘*
"‘nw
ol
umf
ll; \,

ZILA—R (FRED

(S MFETHUE
B IS T WIS MR & el L CRRT /v a— A b nEn, A7 Y Ta PR
SGLT2 #PHEHE L CTH ., RAEPEM T2 < 70 b, F£72, SGLTL O 7L 22— AW % [H5E
LW, mEOCMMERTZA LI WEBZBND,

AR RS royzavy

FILa—A (R

' SGLT1 ' SGLT2 @7 J/)La—X = cRZUTZOY
(2) EMZEZRMTDHHERAMIE

1) SGLT1 B U SGLT2 FEEEM (in vitro) 2
E FRU~ 7 2D SGLT1 JUf SGLT2 & TN LN HEH S 72 CHO %Hﬂ@%ﬁﬁb\f: in vitro DFRER
WZBWT, FAZ Y 7adror b SGLT2 FEEM L. v  SGLTI PLEEMEIC ek LT 2,100 f£
<, ~ U A SGLT2 FEVEMEIL, ~ 7 A SGLT1 PRETEMEIC Hifg LT 190 5580~ > 7=,
kRS20 DE PRI RAD SGLTT R U SGLT2 BEEEM : Ki (4mol/L)

SGLTI SGLT2
- R /AR =SV 6.0+0.7 0.0029+0.0002
Bkt ; 7y oo 0.15+0.01 0.014+0.001
. rRZY 7P 1.240.1 0.0064:0.0008
Bkt ; 7y oo 0.27+0.03 0.014+0.001

PEME AR R (n=3) 1) RERH3kD SGLT FHEA
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VI. EFREICEY HIEE

(R J774]

b RO~ A0 SGLT1 KO SGLT2 #ZNZ B S H¥72 CHO #ifuz HW\WT, FFETH D
methyl-a-D-glucopyranoside ® Na" {17972 0 iAA 2 FEEEIZ, SGLT1 KUY SGLT2 (2t % BRETEME
% Lineweaver-Burk 7' 12 v MZ X D FZF010 SGLT 1251 2HEES Kifh) #EH LG L 7=,

F7-. 7 v b® SGLT1 } ¥ SGLT2 % 3 H &7~ COS-7 %Hiﬂ@%:ﬁﬁb\f: invitro DFRERIZEBWNT, b
K7V 707y b SGLT2 HEIEMEX, 7 > b SGLT1 FHETEPEIZEEL LT 560 {55070 > 72,

FRZYZ2O2S0MTy b SGLT1 B U SGLT2 BHESEM : 1C5 (umol/L)

SGLTI SGLT2
_ rNRZY TaYy 8.2+1.9 0.0145+0.0019
77k BtExtE , 7a Y o 0.97+0.18 0.0482+0.0114
EHE R ERZE (n=3) ) KIRH D SGLT FHEH|
(AR )7 7]

Z v h® SGLT1 & SGLT2 % TN F B S 7= COS-7 fifn 2 Fv ¢, HE TH 5 methyl-a-
D-glucopyranoside  Na* (K72 IV IAA A 454FEIC, F > b SGLT1 K UF SGLT2 (2%t % PR EM:
Z i L 72,

2) SGLT2ZIRM (in vitro) ¥
BEFEHIMIC R L L7- v ~ SGLT1, SGLT3, SGLT4. SGLT5, SGLT6 };, X SMITL [Z%f4 % N2
Vomayr ORFEEREZRF LIE Z A, ICso ETHI L2 hARZ Y Z7ry ok b SGLTI,
SGLT3, SGLT4, SGLT5, SGLT6 & U SMIT1 (2%t % SGLT2 Bk, ZiE 4 2,900 %, 19,000
fi2. 1,500 f%, 540 £2. 6,200 {5 K O* 28,000 5T Y . SGLT1 & H -\ 1D SGLT %7 % A 7
W2kt LThH 500 [ LA By SGLT2 B RN TR D b7,
kRSO0 SGLT2 &R

ICso (nM) SGLT2 #&fRi:

SGLT2 [HZEH
e £ | SGLI2 SEL&l SEL];B. SEL;4 SELES SEL];6 SI]\:/HI;I
NP R = A 2.9+0.7 2,900 19,000 1,500 540 6,200 28,000
HRTYTmrY 1.3+£0.2 610 190,000 3,000 210 1,300 22,000
Y oio A R = B 6.7£2.9 290 52,000 2,800 180 200 5,600
AT Ty Tavy 2.8+0.5 860 7,700 4,500 87 3,500 21,000
zRTYTuvr 3.6+1.6 1,100 62,000 2,200 110 1,100 8,300
nexr7Vvavy 3.1+0.1 1,600 8,100 9,800 280 220 7,800
A= R 16.4+5.2 11 1,300 490 36 1,000 25,000

E AR (n=3~22) ) KERH kD SGLT [HEH]

[R5 1E]

FrAgMile (CHO, HEK293 3% COS-7) (Z3HL L7 7HEHO b b SGLTs (234 % b7 U 71
¥} OVSGLT [LEHRIOFLEIRMES . BE (methyl-a-D-glucopyranoside, 7 /v7 b —AX (LI A A /
=) O Na&AF) 72 B A 2 FRAR I T RS L7z,

3) B 2 HERBETLBMICHS T LMPBERTER (YHR) 229
HE‘I?E 2 BUBEPRIBET VEM) T D do/db v 7 AZ VT, FARZ U 7 r P 0.1~10mg/kg HilF]
B OB GRE O FERFIMAE 15T 2 EH 25 L7265 5%, T X TOHETES | X3 2 FFE#Z» H%E
ﬁ&“ﬁﬁ? ZEER U CH BT LA B ipERE FEHZ R L, 0.1 O 0.3mgkg TiEfh 6 FF
g, 1. 3 RO 10mgkg TG 12 K ZICB W TH AR fxm*ﬁéhﬂ’ﬁﬁﬁbm&banto # 5
24 R TIEIWT O HEIZB W T ORISR 54 & OMICIEEO A B 22T bivehro Tz,
F7o, HhB 12 R £ CoMBEHEOfh#R T s (GluAUCom) ZH T 25 k NRZY)T7my
Y DOFT_RTOHEIZBW CRER SR HE L CTHEZ: Glu AUCoon DX TR B, £ D%
FITHEERIFENTH 7= (p<0.0001, Jonckheere-Terpstra %),
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VI. EHEEBICEYTSHEE

db/db ¥ORIZHITE rRT Y JOS U OMBERTER (MFEEOREZTL)

450
400
350 R
g \
= 300 ¥
E el
w250 ¢
k-
g 200 | —-O-BRESH#
—®-0.1 mg/kg
150 —— 0.3 mg/kg
100 —&— 1mglkg
—T+3mglky
50
— 10 mg/kg
0 1 L 1 1 1 ]
0 4 8 12 16 20 24

5% (h)
SEEIE EFEUERR 7 (n=6)
*p<0.05, **p<0.01, ***p<0.001 : IR GRS 2 AE%E (5 A VY v 7 Dunnett B E)

db/db ¥ORIZHITE rRFT Y T7OS O OMBERTHER (Glu AUCy )

5000
0.1 0.3 1 3 10

4500 ¢
4000
bRFUTRZS (mglkg)

3500
3000 |
2500 |
2000 |
1500
1000 |
500
0

Glu AUC (.12, (Mmg-h/dL)

BRESE

EHEHEHERRZE  (n=6)
*4p<0.01, ***p<0.001 : IR ERICKT2HEZE (5 A U v 2 Dunnett BHE)
[RRBR 5 1%]
MR T CTdb/db ~ 2 (9ilm, M) [ hAZ U 7ryr (01,03,1,3,10mgke) Z HERED
Feh5 L., #%5 24 W # £ C o MBEHE 2 BRI HIE LT,

4) BB 2 BERBETIILEMICE T MR TERRURESMITEER (Sy k) 29

S 2 BBE PRI E T VB T D ZDF 7 v b2 HWT, bR 27U 7 a3 0.1~10mg/kg HAlRE
5 51 0 BERF IR L 2 56k 9 2 VR R OVRBEBEIN 20t 9~ DR 2 50l L7243, X CTOHETH
B 1 303 2 KefEfe 2 O I G RRIC Lol U CHE R IBER: TEH AR L, 0.1 & T 0.3mg/kg Tl
Pe b 8 W E T, 1. 3 KON 10mg/kg Tl 5 12 B # £ O B2 LB FEH 3380 STz,
Fh 24 KL TIEROWT O HEIZB W T H IR 58 & O A R MPEEO ZI1TFE O b/ o
77

£ 5.0 il & 12 REf % & CoOMAEEO di#R Fimfd (GluAUCoim) ZHMTHE, K7 U7
1Y DT _NTOHREIZBO THEERR GHIZ G L CTHEZ Glu AUCen DIR TR O b, £
DO EITHEKRFHN TH-7= (p<0.0001, Jonckheere-Terpstra i),

T, BH#% 0~4 FEE, 4~8 B, 8~12HFfiD 3 SOBRMIRIZB VT, FRZ U 7r v
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VI. EMEE(ICEHT HER

T ERFHNC 7 v a— 2B Y87 ) 7 F o ZE & A & 72 (p<0.001, Jonckheere-Terpstra 1) ,
INHOFRRIZEY ., MART Y 7a P OEMER TH 5 BIRICK T 5 71 a— A FRINEE
VAR B PRAESEE D TUHE SRR S LT,
ZDF Sy MZHEHZ bRT ) 2a o omiER TR (nEEEOREZEL)

(mg/dL)
450

400 —

RIS R
0.1mg/kg
—/\— 0.3mg/kg
TAEREIE (1=6) A Ime/ke
50 | THMELRERZE (n=
“p<0.05 (ve BRIZEE) . **p<0.01 (vs BRILEE) . = ame/ke
“*10<0.001 (vs SBIEIRSE) . /X5 X hUv 7 Dunnett Bz —— 10me/kg
0 T I T I T 1
0 4 8 12 16 20 24 (B)
REH I

ZDF 5w MIHIFB bR ) 700 OmERETHER (Glu AUC) 2,
5000
4500
4000
3500
3000
2500
2000
1500
1000

500
0

¥k

0.3 1 3 10

BEESE 041

Glu AUCO_12h (mg'hld L)

rRGYTasLy (mglkg)

EREHERERR A (n=6)
*4p<0.01, ***p<0.001 : IFEBEGRECH T HHEZ (T A MU > 2 Dunnett B E)
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VI. EHEEBICEYTSHEE

ZDF Sy MZHHFDB R 2O T I aA—RABHMI VTS U RBEICHT 8L
(mL/h/kg) BB ER
700 M 0.1mg/kg Y ELIZHERZE (n=6)

*okok
*1p<0.05(vs. B E5H)

R W0.3me/kg “1p<0.01 (vs BHHE5EE). ok

~ Tmg/kg **:p<0.001 (vs AR EE).

,R B 3mg/ke /XS %KYy oDunnett BRE o *

| u

AN 500 M 10mg/keg

> kokk

2 400 *okok

$l

= 300 1

BT T

K : Il

| 2004 L

i T

_J\

N 100 -

0 1

0-4 4-8 8-12 (B FE)

‘5 %EE
[RRBR 5 1%]
MR FICCZDF 7 v b (10 s, ) [ hAZ U 7r Y (01,03,1,3,10mgkg) % Halkk
A5 L, #6524 Bl # £ COMPHE 2 REENSRE Lz, 72, BRGEEZ I 2% E T4
REf] Z ARG — VIS K D E R ATV, PRIEHE &2 JE L7z,

5 2 BIMERBETILEMI-E T 5B%BOEREEA (Sv k) W

FENE 2 BUBEIRIFET VB THDH GK 7 v hE2HWT, MARZ7 Y 71 Y 1~10mg/kg H[AlR%
H % 5-C O 48 B g E A 2 i IR R TR (2 35 ) 2 Mokl bS53 fvE A 2 FREE 2 34 L 7=
fE, A7V T7rY 0% GK 7 v FOWRIKETEMAfTt2 O MbE B2V E GREC IR L CHE
W L2, 2D DFERNS, FARZ Y 7P 03 GK 7 v MIBW T, Bk s %2
BT DI ERRENT,

GK v MEAFHARRRICE TS bRITY 70D HHWVERT ) R—X O mHERE TEMA
(KRR BT R D MAEBHTS)

dL dL.
(me/aL) B (me/aL) s
~RZU 703 > 1mg/kg R UR—20.1mg/kg
300 —0— MRZUT70OY>3me/ke 300 —0— KT UR—R0.3mg/kg
o} —@— K770V >10mg/keg g —8— KU UR—RImg/kg
250 250
% 200 ﬁu 200
g 150 g 150
100 100
50 50
0 1 T T T 0 T T T T
1 2 3 4 (BsFS) 0 1 2 3 4 (B5R)
RE&EE BRE &K

SEEIE EFEUERR 7 (n=6)
*p<0.05, **p<0.01, ***p<0.001 : IR GRS 2 AE®E (5 A Y v 7 Dunnett B E)

GK 5 v MEFFARAFRERICBITS AT 2D HDNIERT Y R—XOMBEETER (Glu AUC,.,,)

1000 1000 r
900 | 900 |
I 800 < 800 |
2 700} £ 700 t
"g’ 600 2 600 |
< 500 ¢ = 500
‘5’ 400 g 400 -
2 300 f 2 300 |
3 200 s 200 -
© 100 + o 100 t
0 0
BRESR 1 3 10 BHEER 041 0.3 1
rR&)ZaUs (mglkg) AL HR—2 (mglkg)

FEMEHERERE  (n=6)
**p<0.001 : EIEEE G DA EE (3T A MY v 7 Dunnett RRE)
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VI. EHEEBICEYTSHEE

[RRER 1]

—Wpie e L7-GK 7 v b (OB, M) (S &7 Y 7avy (1,3, 10mgkg) % ik iAEEHE fif D
S57ANCHBERRO#KE L7z, £72. xR e L TRZBMESERTH D a7V a v ¥ —PHE
KIOARZ Y AR—2 (0.1,03, Imglkg) % FR27 U 712 & REICTRIRERHART O 5 45 F11C BLELR
A$eE U, WRIREEHEAT O 10 43aT (%5 0 Kefd]) . 1547, 3043, 1, 2, 3, 4 FEfEj#& o mbEE %
FREFRZHE LTz,

6) BEM 2 BBERBETILEMICES T LMBEETER (¥HR : REKRSE) 2

JIEi 2 BBE RIS E 7 L T 5 db/db = 7 ZA &2 HWT, "R Z U 7m0 0.1~10mg/kg % 4 K]
KERAES L, B {b~E 7 o B i~ 2  db/db ~ 7 A DIRRE~D B A 21 L= fE 5. b
R7Y7rY 0 03mgke/ HEL EOHET, &5 4 BRE%ZOFELA~E 7 1 ©EZ IR 5
P LU CHEICIR T S/,

Fio. 4 BEMKERSORKES NS 4 BHICHER LR 0 70 a—285RRICB VT,
3mg/kg/ B LL EO# 5RECIEE A FimifE (Glu AUCoan) AR GEAIZHE L CTHE BRI T L
77

PLE, FARZY 70l 3ikEBHEEI2L Y db/dd ~ 7 ZADMEHEE ESIFE T I8 5 2 L3R
S, HITHREZICB W THIBEREDUER A LN b, hARZ Y 7r v it db/db v o A
ORERFHRIEE L E L LD EEZ BN,

db/db ¥R ORIZEIFTS bRFT ) 7D Y 4 BARREROKRSICKDBEAEITOE L E~DEE

(%) ECES RS
87 moimg/ke ?ﬁﬁﬂ?ﬁ#%gn}] 9.
B p<0.01 (vs. A%
7 MO3me/ke p<0.001 (vs RIS E).
o 6 Tmg/ke ISZARY w2 Dunnett BURE
X M 3mg/kg
’EJ 5 - M 10mg/kg
o 4
H
< 34
)
w24
] —
0
=KD 28H#% (EI)
PEES5%E%
do/db ¥ HIRIZEITS bRS Y 70Ty 4 BRIREROREIZ L AMHERE~DSE
<TNLa—RARKARICH T HMFEEHHFETEE (Glu AUCe,) >
(mg-h/dL)
2,000 FASELFELRE (1=10)
*p<0.05(vs BEHSEE) . ** p<0.001 (vs. BHEESE) . /S XN v 7 Dunnett BigE
. 1,800 — o . %
5
& 1.600
)
I 1400 —
S
#¥ 1,200
'“;“f 1,000 —
| _
n 800
= 600
Q
¥ 400 |
= 200 -
0 |
B SR 3 10 (mg/kg)
WEEUCD Mhouony v igse
[FBR 7 1E]

db/db ~ 7 2 (e 5-BHAARE 8 Wi, M) (2 bR 7Y 7P (0.1,0.3,1,3,10mgkg) % 1 H 1 [a],
28 H, WiEROES- Lz, PRGSO 1 BRTL 28 Atk (BEEG50FA) o b~T 7 m
EME, BERFIEE & OUAEF A R Y AEERIE LT, F72. 28 HELIRIFIARIE L, 30 BEMD
31 HRICT TR L, &1 7L a— 2 Ak A £ Lz,
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VI. EFREBICEYT HIEE

7) EEREMICEITDMBEE~DSZED

Wistar 7~ hZHWT, IEEEMICEITD FAZ Y 7a v 0.1~10mg/kg HARE O 5K D RE
WREMAE (3 D ER 255 L 72/ 3, #5610 20 4, 6, 8, 12 LT 24 FEf#%Z O W T I OREIZE
WTH, % NRZ U 7 a0 B HRE L AR G REORERAIE & ORICAERETRO LT, E
W7 MIBWT RARZ Y 7a v d 10mgkg FCo & CRERFMBERS: FIEHA 2RI 7z,

Wistar S MZHIT2 MRS 0V OMmMBERETER (MEEOREETL)
(mg/dL)
140

Jm 80 —
0
g 60 —
BIRIR SR
40+ 0.1me/ke
=/ 0.3mg/kg
20 | —— Tmg/kg T EHZHEL 2 (n=6)
— 3meg/ke JXS X RYUw ZDunnett BUEE
—- 10mg/kg
0 I I \ I I ]
0 4 8 12 16 20 24 (F5R)
BE%EE
[FRBR 7 1E]

M FI2C Wistar 7 » b (83, 1) (2 hAZ U 7Y (0.1,03,1,3, 10mg/kg) % Bi[AlkE
A5 L., %5 24 1% £ T O MUBHE A2 R HIE LTz,

(3) ERRIEFRR - Frfuhsfd

RABHRI O RIEBUL S 2 I Tl o 72, (VS () 1) BB AZ A1 & L= Hm
R OB H)
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VI. EMEEICEY 4S1EE

. EYBREICEY HIEE
it o E O RS

(1) BELEDLGLDREET Y

i&%ﬁﬁﬁﬁﬁﬁv%ﬂﬁb%fm%:y%m~wﬁ?+“@2m%mf$%%ﬂ%kLf
AHFlo S A (2.5, 5, 10, 20, 40mg) % 1 A 1 [AFARAFTC 12 BERO&ES U2tk dkE,
EEMR, T X2k, WATRERIEL, 7T AR EEILEZER (BC21587) 128\ T, HKA
2 FUHEPRIGEEICBITAMAED F AR 7a oD b T TERE LK% O 1 RS REEYE
E(A—Z74/kbfﬂﬁﬁﬁm®lH+%W%%ﬁ%%#L%Wt%®)®%%%TILT
I, ARERMIZIE. T 7R 10ng/mL 8 20X, 1 B BEREPEEEIXIZITR KISR0 L
Ez bz,

BAAN2 BERRBEICST2MEH ARTY IR OO S T7EESL 1 BEBRESREOREZR (12:88)
(@)

2004 e
] o * .
> N
ﬁ?‘ L .
e 1004 P N “. . .
I S L
= T e RY ¢
S H
Bk 0’ _
ﬁ% rL5E§Esigr'r10id Emax model 5
m FoNEHTHHER
-100
CI) 1b 2IO 36 4‘0 5IO
. (ng/mL)
M#EHRNRTUTOS VDS TRE
miEh FRZ ) o005 TRE (12 B
g 2.5mg Smg 10mg 20mg 40mg
= n=10 n=12 n=12 n=11 n=13
migEfF R 7 ) 7ay o 1.18+1.07 5.40+9.35 6.82+5.13 10.7+6.44 64.2+176
kT T RE [0.672] [2.05] [6.36] [11.6] [13.0]

SR E SRR ZE [P E] (ng/mL)
W) AFOAREA 1 EHEIL20mg TH5 (VIHEROHE] OEBH),

(2) BRRSBRTHR SN -IPRE

1) BERAZERRE LI-ERZESHREE (CSG01JP) V

HA N OREFERL N BPEIZAHA] 10, 20, 40, 80, 160, 320, 640mg (FKH&E 6 #i) T 7 &R
(ZHE2H) ZHERERROKLG LER, MARZ U 70 V30BN Ein, WIinoks g
TH 2 MMETHE L,
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VI. EMEEICEY 4S1EE

BEBASBHICE T HAFERRSHOMmMEEF KT ) J0D ViREKS

16000 4
~ 14000
3
£
~
o
E
N
il
S *—e—e 10mg
If\[ 285 20mg
N === 40mg
>
1\ A—a—= 80mg
£ +—+—+ 160mg
H <—<—< 320mg
Y.
%a ¢4 ¢ 640mg

i e —

BE&REER (h)
PEME AR R (n=6)

BEMABHICE T 2AFERFRSEHD MR ) 70D U DOENEE/S A —4

h& 10mg 20mg 40mg 80mg 160mg 320mg 640mg

Ciax(ng/mL) 310+£63.7 | 506+61.4 |[1,210+133 |1,930+420 | 3,710£1,240 | 6,740+598  |11,900+1,130

AUCi(ng-bvymL) |1,330+444 |1,900+264 |5,640+1,170 8,830+1,670 [21,800+5,580 [38,100+7,680 [99,100+26,800

Trnax(h) 1.00+0.316| 1.00+0.000| 1.00+0.000 | 1.00+0.316 | 1.00+0.000 | 1.25£0.418 | 1.92+0.665

ti2(h) 5.71+0.682 | 5.29+0.508| 5.77+0.600 | 5.73£0.701 | 5.63+0.522 | 5.53+0.357 | 6.06+0.666
CL/F(L/h) 9.06+5.66 | 10.7+1.58 | 7.34+1.43 | 9.33+1.82 7.72+1.78 8.71x1.97 6.77+1.42
V/E(L) 70.2+£29.7 | 81.0£8.94 | 60.2£7.58 | 75.9£9.43 61.9+11.3 68.9+12.4 58.2+8.82
fe(%) 24.5+6.13 | 18.2+2.56 | 25.5£5.81 | 23.2+4.72 26.6+4.46 24.7+£3.29 27.4+3.77

SEEIE SRR (% & n=6) fo : JRAPHEIEE
) AFIOARENT 1 EHEIL 20mg THD (VIHEROCHE] OHEBR),

2) BERAZNEE LI-REKRSHE (CSG002JP) ?

B A ASERER A BYEICAFK] 2.5, 20, 80mg (FAE6F) Xix7 7R (FHE2H6) 2. 1 H
L[El, 7 B, IR 15 RN RER DG LIS, mER NAR 7Y 7 e o R REE, #h5%E
RN EH U, HIRIE R O GRENTIICE N TS FARZ U 7820 ® Cuax LT AUC.
20 [T G- BEOBNNIIG U THEM L7, Dayl @ tip OFHEIX 4.07~437 B TH Y | W
HRECTHIRBECTH o7, Day? O 5-4% 24 Bifi] & COMBEF ML Z AW TEIE L7 ti, O
EIX3.81~435 K TH Y, KEHRGIZEY iy OBITHD N oTz, £, FEGHEIZE
T, AUCo24n 22 O Conax 1 Dayl & Day7 ClRIERDIETEH D . AUCo24n 2 T Crnax D BFERENTITIE
1 Thotz, AFlZ 1 B 1RIKEERGLZEE, MARZ Y 7o 3miERicizE A CRE LD
ZEIRENT,
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VI. EMEEICEY 4S1EE

BERASE (BEN) I2HF5FFHERSFOMES ~RT ) 70D

Mg ks Y 7O EE (ng/mL)

PIME EAEAE R (n=6)

BERABME (BAN) 2B 5FFREREROMEH KT ) 70Dy

1000 1500 2000 2500
1

500
|

. 25 mg

& 20 mg

L] 80 mg
T T T T T T
4 12 16 20 24

o

&5 EFEREH

VREHT® (Dayl)

EEHE (Day7-11)

S
8
3
£ L] 25 mg
i 420
?\g S . " gome
N -
o
n
=
‘L‘T o
£ S
B
B
=l =3
°7| T T T T T I. I- 1
144 156 168 180 192 204 216 228 240
185 %R (h)
SEIE SRR S (n=6)
BEBRABME (ARN) 28T IARFREBZSHO FRY ) 70S L OENHEE/RS A —4
o 2.5mg 20mg 80mg
BhH2 - e e
Dayl Day7 RfEfR%(| Dayl Day7 HAfEf%%k| Dayl Day7 HRFEMREL
AUCo.24n 204 192 0.937 1,680 1,550 | 0.924 | 7,240 | 6,740 | 0.931
(ng'h/mL) | +34.8 | +41.7 | £0.0678 | 211 4244 | +0.0667 | +1,640 | +1,680 | £0.0882
Conax 69.3 59.9 0.886 484 391 0.861 1,810 1,660 | 0914
(ng/mL) | +212 | +20.0 | £0.233 | +186 164 | +0.313 | 504 4641 | +0.197
Tous() 0.583 0.667 1.00 1.25 1.00 1.33
max +0.204 | +0.258 £1.00 | +1.04 +0.548 | +1.37
)" 4.37 4.35 4.14 3.81 4.07 3.98
12 £0.324 | +0.290 +0.342 | +0.206 £0.383 | +0.520
18.4 18.1 17.1
0/\2)
f(%) £2.90 1377 1229

EHME AR ERZE (45 H i n=6)
1) : Fefe 5 24 W2 O AT R A X 0 B
2) : B HBLERIRE S CORBHEME B L O IR G- B B HY
W) AFOAREN 1 EHEIL20mg Ths (VIHEROHE] OEBH),

fe : Ryt
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VIL.

EMEEIZEHT S1RE

3) YRNFURREE WEAT—4 : BP22320) 29 2027
fERER A BYE 6 FlICEH T H[PCY[MCl- A7 U 7r Yy 20mg FRAKEGRO hA 7Y 7a P,
R S OSSR HSTRE D IR ENRE ST A — X 2 T RITRT,
BERABEIZETS[2CI/"ClI RS ) 7020 20mg EOKRSED

bR APy REMRURBSEEOEMERE/S A—4

TR U RE /AR = R B B i A 2N VRPN
Cunax(ng/mL) 511469.3° 489+78.8 189+54.9 20.242.43
Tomax(h) 0.75 (0.50-1.00) [0.75 (0.50-1.00) |4.00 (4.00-4.02) |1.25 (0.75-1.50)
AUCo.4n(ng-h/mL) 4,130+647>0 1,900+442 2,250+548 126+14.7
AUCin(ng-h/mL) 4,540+718b< 1,970+496 2,450+579 137£15.8
ti2(h) 6.83+0.304° 6.33£1.99 6.39£1.53 7.03£0.469
CL/F(L/h) 4.42+0.840P¢ 10.4+2.31 nd nd
V/F(L) 43.6+8.84b< 92.6+30.4 nd nd
e M‘jg%)‘z;hm S d na na 1.15+0.381 0.0671+0.0161

SR VR R A SO el (e IME - KB
a : BIBHEED Cmax } () AUC |, 4% % . ngequivalent/g &% UF ng equivalent-h/g T/x L7z,

b 536 % E TOT—F B HEH,
na : /AT nd: HEHET

d: 5 ETHIE

(3) st
A E R L

(4) BF - FRROFE

1) BEOFEHER (csGoiodp) 28 2
FERERR BT A 20mg X IE 40mg A G fiE, AR (FdRBkA 15 R0 SRRt (R
1630 534%) (CHEHR OB LTz & & OEWBIE T XA — X I TFRO LBV TH Y | M G
X9 2 BATR G- XTI BB G- D AUCu: DR D L 0.886 X3 0.926 Th -7z,
BREERLA B HEIZ A 20mg R 1% 40mg £5 L& 20 bhS Y 70T L OEMIE S5 A — 4

¢ : ng equivalent/g (¥ ng/mL (245 L\ & L CHH,

20m MR L | ARG | B%ES BRIBE GRS %GBS
& n=15 n=15 n=15 | STEH 0 L[0%(SMIK] | BT 0 H[90% ZHE K )]
Conax 509 444 344
(ag/mL) Jiig 106 108 0.879[0.763, 1.01] 0.672[0.566, 0.797]
AUCint 2,140 1,890 1,990
(o) o5 Ssa 65 0.886[0.846, 0.927] 0.926[0.886, 0.969]
1.10 0.967 2.17
Toa®) 0431 | 20207 | =122 - -
i) 5.40 5.65 5.82 B B
12 +0.622 +0.855 +0.744
40m MR | Raiks | B%%S BRI 5 BREEA RS
& n=15 n=14 n=14 | ST O0%EMEXE] | ST 0 H[90% S X ]
Crnax 1,020+ 1,050+ 742+
(agal) 136 220 i1 1.07[0.963, 1.18] 0.748[0.664, 0.843]
AUCin¢ 4,190+ 3,730+ | 3,690+
(o mL) 1000 03 613 0.923[0.882, 0.966] 0.908[0.856, 0.962]
1.23+ 0.821+ 1.89+
Tomax(h) 0.417 0.249 1.16 n N
_— 5.39+ 5.65+ 5.48+ B B
12 0.376 0.590 0.506
SEVIE R R

W) AFOARE A 1 EHEIL20mg TH5 ((VIHEROHE] OESBH),
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VI. EMEEICEY 4S1EE

2) EMEEERSR (U hbaFV—iL, TARRY REDOHA) GLEAT—4 : BP21758)
AH| 10mg H[m &% 5RO EIRE I X4 5, 7 b)Y —/b (CYP3A [HEA]) X7 v~y
~ (OAT FHEH) KERGORBEIZHOWT, BEERABE GEAN, 1561 Zxige LT, ks
K. VIEFF, 3817 v 24— "— BRI LY BEt L7,
1) ARKIESL (10mg % Dayl ORI 15 AHTCBERR 05
B2 AR T a XK
« 7Ry R 1A 1,000mg 2 FiedD A7 ¥ =—/LCat 5 Rl MIER DS
Day—1 : & f&HF, Dayl : 58 2 ] 15 3 ai e VY IR, Day2 @ §l & OV &iF
- AF 10mg % Dayl OFAE 15 AN BRI O #5-
FBIW KA+ haFy—
c S ha Y=L 1 [400mg & FRedD A7 Y 2—)L ¢ 1 B 1[AE S |, REROKEE
Day—3, Day—2, Day—1, Dayl & OF Day2 O£
- AH 10mg % Dayl O£ 15 /Al HER A &5
AHKl 10mg H[EHEGEREE N By RXE7 hatF >y — L EOFFHRED N7 ) 7a o
BEFE R (Cox LN AUCH) % FEIRT, BRI NEZY) 782000 Cox & 1.22 512,
AUCine % 233 ZICA BTN LT, 7 b a Y — T bR Z7 Y 78 Y 0D Cuax & 1.22 %12, AUCint
Z 126 (FICAECHE MU, (IVIL7TAE/ER ] OESH)
FRTY 2O DEYEFE/INTA—E (Coo R AUC,) 12T BTORRU K, H haFJ—IILOEE

FRZ Y 7 a Y OIRMERE ST A —H
N Crmax (ng/mL) AUCin¢ (ng-h/mL)
e — — —
MRV Tav | MR TRy |54 (/A =2 B i) g = e 54
10mg+{IffZE 10mg [90%(EFEXH] | 10mg+ %R 10mg [90%(EHEX[#]]
A= SN 1.22 2.33
198 162 1,542 663
1,000mg [1.06, 1.40] [2.22,2.44]
V— . .
ThETY 197 162 1.22 835 663 1.26
400mg [1.06, 1.40] [1.20,1.32]

/N ZFEEIE (n=15)
W) AFOARENA 1 EHEIT20mg TH5 (VIHEROHE] OEBR),

3) EMEEEMHER (1) (CSGoogJp) 3

AHQRTVAEY K, A RKAVIV, YETVTFo B4 7 VEI v FT 7V =R, RS
VAR—=ZAOHEINHAEGICELD FART7 IV T7ary ZJYUAEY R, ARFAVIV, VE 7Y TF
v, EFTVE RO T 7Y = ROKYBEEIC KT 2B E | A S (% 18 f1) %Xt
LLLT3HUT 4D v 2AF4— "= T X aMb, FERRBRIC LV BE L,

adk— b1 88 15 RICAK 40mg, 7'V AU R Img XIIAA] 40mg+7 Y A U K Ilmg Z#%

A# 5
akR— b 2 R 15 RNCARH] 40mg, A ARV 2 750mg XIEAH] 40mg+ A kAL > 750mg
g s AmE =R

ak— b 3R 15 SRNICAHK 40mg, > 7 U 7F 2 100mg XITAFK] 40mg+s & 7 ) FF
100mg % #% 1% 5-

aR— b 4: 5808 15 S3ENCAHK] 40mg, B4 7 U & 45mg N ITARA] 40mg+ A7) Z ' 45mg
g AN 2

ad— b 5§88 10 0RNCAH] 40mg, 77 27 U = F 90mg, AH| 40mg+F7 7 U = K 90mg X%
AA| 40mg+AR 7 U R— A 0.3mg & #E 0% 5-

FRZ YU 780D Croax KRN AUCKh lZ2OWT, "RZ U 7 a P VHARGRIIT 57 U A Y
UR, ARNKVIV UETVTFo ATV FT7 7V =R, R7UR—AOFHEGEE
DAY AL DR ZE D I0%EFEX M Z TRIZTRT, AT 7800 Cox KDY
AUCiys O HAIFEHREZ 6 5 OF % 5RO BTEE D > 90%E X IV s 0.8~1.25 @
AN TH o7,
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VI. EMEEICEY 4S1EE

FRTY DB UDENERE/NT A —E (Copx RV AUC,) 12T B
GUAEY R, ArKRILED, D85 )FTFo EFTVEVY, +TTUZF, RTUR—RDFEE

NRZ D T u P OEYEE T A —H
N Cmax (ng/mL) AUCir¢ (ng-h/mL)
LS —— o — i
MRZYTaPs | MRS Tad 24 MRZYTaPs | MRS Ta 24
40mg+PFFHZE 40mg [90%(EHEXH] | 40mg+PFHZE 40mg [90%{EHEXH]
Y AEY R 1.09 1.01
7IAEYF 1,110 1,020 3,570 3,520
Img [0.963, 1.22] [0.973, 1.06]
R 1.08 1.02
k) 1,020 951 3,970 3,890
750mg [0.967, 1.20] [0.975, 1.07]
SRTYTF 0.956 1.02
»7ITT 980 1,020 ? 3,790 3,710
100mg [0.860, 1.06] [0.998, 1.05]
vA sy 2 1.04 1.01
F7V 1,090 1,050 4,140 4,090
45mg [0.915, 1.19] [0.983, 1.04]
F 7Y =K 0.95 1.08
777V =E 939 979 939 4,200 3,910
90mg [0.891, 1.03] [1.04,1.11]
A7 Y R—= 1.03 0.996
A7V 1,000 979 3,890 3,910
0.3mg [0.932, 1.13] [0.956, 1.04]

AT IEY . & HEAIILIZ n=18

Fio, ZUVACU R, ANKAIL, VETVTFo, B4 70 E L ROZEORHY (M-I
LOMIV), 777V =F®D Coax L AUCnt IZ DWW T, "R Z U 7 m Y b OffHEGREO %
SO HD 90%IEHEX M & T HEIZAT, Conax D AT 15 D H. 0D 90%(E HE X 1% 0.8~1.25 D#i[H A
BAMNLD b DR BT, ZOREIININEDTHY | AUCint DAL D LLD 90%(F 5 X K]
I3 0.8~1.25 DHEPHTH > 7=,

JUAEY R, ARKRILID, YETVTF, EFT YRV URVZOREY (M-I RT M-IV),
FTTFTUZ ROEMBES A—4 (Coo RUAUC,) 23T BAHIDEE

DRSO I BYEE T A — X
Cmax (ng/mL) AUCins (ng-h/mL)
kS - s . £
R Ta R e RV Ta R =
e IR S o s IR S o
40mg+ {1 [90%(EHEXE] | 40mg+ff Ik [90%{EHEIX ]
XY R . )
7O AED R 81.7 82.5 0990 438 401 1.09
Img [0.905, 1.08] [1.06,1.13]
A REBRALI v 1.09 1.08
1,150 1,050 6,540 6,030
750mg [1.00, 1.19] [1.01, 1.16]
ETYTSF 0.877 1.03
#IVTT 431 491 3,270 3,180
100mg [0.783, 0.982] [1.00, 1.05]
AT 2 1.14 1.08
A7V 1,470 1,290 17,600 16,300
45mg [1.01, 1.29] [0.981, 1.18]
= Y 1.20 1.11
359 298 20,100 18,100
& (M-I [1.07,1.35] [1.02,1.21]
AT 2 1.14 1.08
7f 7V 690 604 41,200 38,300
R (M-IV) [1.03,1.27] [0.986, 1.18]
F 7Y =K 1.01 1.00
TTII=E 8,190 8,090 13,000 12,900
90mg [0.841, 1.22] [0.961, 1.05]

B, ABEHN I n=18
M-I L OYM-IV - B4 27U 2 A3
W) AFOAREN- 1 FHEIEZ20mg THS (V3HEKOHE] OHEBHR),
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VI. EMEEICEY 4S1EE

4) EWMHWEEMAFER (2) (CSG009JP) 3

AHEIR ORI T b=, NAPLE L TuavI R, T MAARREF L ULT 7 U O
HiZka bR Z7V 7y 7Y b=, 2L a3 R, 7 MURRAZTF U RNT
T 7 U OB REIC KT DA | BB (% 15 FI~18 i) Axfgel LT3 Mo r
AF— = EEEHE G, 7% ok, IEERFEBICE VBT LRI TOE B0 TH

D Tio

aR— b1 R 10 S0R1CAHK] 40mg, 2 7Y b—/L 75mg XIIAHK] 40mg+3 7' U h—/L 75mg %
% 1 e b

a— b 2 R 15 S3RNCAA] 40mg, 2SLH L 2 160mg XIAA] 40mg+ 3140 % o 160mg
g S YmE 2

ad— k3 FE 15 ENCAR] 40mg, 7 vt I K 80mg M IIAH 40mg+~7 1t I K 80mg &%
&5

aR— b 4§ 15 RNCAA] 40mg, 7 hL/SA K F 2 40mg UFIAH] 40mg+T R LN A X F
40mg Z itk e G-

aR—h S5 HIRISHANCT A7 7 Uy Smg (BT . AK 40mg (G5 ITH) XIXAA] 40mg+v
77U 5mg (GBI #RkO#s
AFA) 40mg 1, 55 1 #H> Dayl~Day9 @ 1 H 1[5 9 HREFIR 15 4R KRR &5
(%5 1 1> Day4 |3A%] 40mg+T /L7 7 U o Smg OHEHEE)

NRZY 702D Crax L AUCint IZ DWW T, AFIHAE GRHIRT2I7 0 b=, 2L
W TaEI R T MARRETF L TULNT 7 U ORI G RO K R O D Hd 90%
EEXMEZ TRITT T, Cnax ([TOWTIEL, RAEA R L TR E UL T 7 U 2 DF i
B LTz & & DRELE DD 90%EEX MO EIREN 1.26 Th o728, X7 U b—b, »Sdr
gy, 7t R, T MARRETF UGBS Lz & X ORI O D 90%(5 fEHX X 0.8~
1.25 OFPHANTH o7, AUCint IZDWTIL, AFIHEAFIE GRCKH L TARAIE X 7Y b=, 2L
Pz, 7aeI R, TRAARZREFL, ULT 7 U o2 AEE L& & DR OO
90%(EHE X[ 0.8~1.25 DHEFNTH -7,

FRTU IR DEYHE/NT A —EF (Cou BV AUC,) 2T B
SHY =L, WNILHLAY, JAEI R, TRULNREFU, TILIT7) DDEE

FNRZ YU T7ud OEYEENT A —H
bR ‘ \ Cunax an/mL? ‘ \ AUCins ‘(ng-h/nle)
MRV Tavs | MR TR ke M7V TR | MR TR ke
40mg+F K 40mg [90%(ZHAXH] | 40mg—+FFH%E 40mg [90% S HEX[H]]
27U h—v 1,040 1,110 0.935 3,890 4,030 0.972
75mg n=17 n=18 [0.892, 0.980] n=17 n=18 [0.946, 0.999]
INVHLHE 928 915 1.02 3,750 3,710 1.01
160mg n=17 n=17 [0.908, 1.14] n=17 n=17 [0.979, 1.05]
7k R 946 947 1.00 4,610 4,040 1.14
80mg n=18 n=18 [0.900, 1.11] n=18 n=18 [1.10, 1.19]
T RN AH T 1,080 999 1.08 4,120 4,050 1.02
40mg n=18 n=18 [0.986, 1.18] n=18 n=18 [0.980, 1.06]
oy 1,040 929 1.12 3,420 3,430 0.999
Smg n=15 n=15 [0.998, 1.26] n=15 n=15 [0.975, 1.02]
ARy

RTY b=, N E L TakI R, T MARETFUROZEOREY (M), UL
7 Uy RKZOSHE) D Crax LN AUCint \ZDOUNT L BB 501203 2 AHOF F 2 5 0> S fa
DD 90%EHEX A2 FTRITRT, Crx (IZOWTIE, 27U b—Jb, NP LZ Tutk
IR, LTI RIEEODSHR) OB DD 90%(EFEX ML, 0.8~1.25 O#PHNTH
o7, T MUAZREF U R OEORFHY M-I OB D (90%FFEXH) 1XE 44 0.981
(0.767, 1.25) . 0.975 (0.773,1.23) Th o7, AUCnlZOWTIE, I 7 U h—/L, 2L,
7R, T IARREZFUROCEORHY M-ID, U757 U (RIKKRSIR) D%l
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VI. EMEEICEY 4S1EE

BID D 90%EHEX L 0.8~1.25 OHEPHN TH -7z, 7 MANRZF U R OZEOREHY (M-1D)
D Crax DL D LD 90%IEFEX [ O FIREIT 0.8~1.25 OFHEZAND L OO, ZDOFEFEIX
/&<, AUCine D 90%(EHE X [H1E 0.8~1.25 OHiPHTH -7,
SHY =, NLBLAY, JEEI R, T RULNAREAFUORVEOREN (M),
ILT7YY RERYSIK) OEMHENSA—F (CRUAUC,) 12T BEFIDHE

OFRIEDIYERE T A —H
3 Fr 3 — Cmax (ng/mL) - — AUCin¢ (ng-h/mL) .
/i) A= e /A A= R
40mg +JFFH3E b [90%(ZHEXT#]] | 40mg+ %R G [90%fEHEX#]]
27U b= 1,170 1,140 1.04 4,730 4,490 1.06
75mg n=17 n=17 [0.909, 1.19] n=17 n=17 [0.912, 1.24]
PSP E 2,540 2,630 0.965 18,300 18,800 0.975
160mg n=17 n=18 [0.845, 1.10] n=17 n=18 [0.881, 1.08]
AR 891 940 0.949 4,550 4,350 1.05
80mg n=18 n=18 [0.881, 1.02] n=18 n=18 [0.987, 1.11]
VA ZAV. Yo Y 20.3 20.7 0.981 89.9 89.5 1.00
40mg n=18 n=18 [0.767, 1.25] n=18 n=18 [0.912, 1.11]
R 10.5 10.7 0.975 104 99.7 1.05
(M-1II) n=18 n=18 [0.773, 1.23] n=18 n=18 [0.976, 1.12]
381 393 0.969 19,800 18,000 1.10
77U R n=15 n=15 [0.881, 1.07] n=15 n=15 [1.06,1.15]
5mg 376 393 0.959 8,480 7,980 1.06
S® n=15 n=15 [0.869, 1.06] n=15 n=15 [1.03, 1.09]
A IREa)

) AFIOARENT 1 EHEIL 20mg THD (V3HELOCHE] OHEBR),

2. EMEER/NTA—F

(1) fEMTAE
WUV AR (7 transit compartment % B\ V7= 3-compartment model
[VIL3. (2) /N7 A —XEBER| &8

(2) RIPLRETELE
Ka : 1.50/h (ZZ#EhRE 51.9%)
[VIL3. (2) /X7 A —HZEEHERK | B

(3) HKREEEH

1) BERAEXNRE LI-REHRSHER (CSGo02JP) ?

B A NBERER A BRI AHA] 2.5, 20, 80mg (AR 66 X7 7R (FHAE2H) %, 1 H
1[El, 7 BRI, #1815 RN KER NS LR, hAR2Z Y 78 U U HRHE ESH O Dayl LY
Day7 DfEIXZNZH 0.159~0.172/h K TX 0.160~0.182/h L 72V | Dayl & Day7 TZEENHSHILRMN
27,

BAANBERABYE., REZRERHD FRTY 7O VEKEEER (1/h)

b 2.5mg 20mg 80mg
Dayl 0.159+0.0132 0.168+0.0142 0.172+0.0151
Day7" 0.160+£0.0114 0.182+0.00956 0.176+0.0210

SEYE R S . n=6, * @ BRI G 24 FERIE O MAE PR EEHERS L 0 B
W) AFOAREN 1 EHEIL20mg ThH5 (VIHEROHE] OEBMH),

47



VI. EMEEICEY 4S1EE

2) BHEENDEL D 2AERFEEEENRE L1z 24 AR5 (CSGO06JP) ¥

RPRE - A O LA L LR D MmpERE T3 1 FlofpE b= b — U nR4-07e,
EHERED IR 70 2 BUBEIRISEFE (eGFR : 90mL/min/1.73m? LA ) M OVEHEREAS P45 ITIK T L7z 2
TR PR G B (eGFR : 30mL/min/1.73m? LA | 60mL/min/1.73m2 4) Z %22, AT 7md
40mg & 1 A 1[5 24 R O E L-fEE, bR 7Y 7o P U Mol EES CEHM =g RZE)
X, NN 0.115£0.0111/h (n=8) K (X 0.0893+£0.0267/h (n=7) ThH -7z,

) AFIOARENT 1 EHEIZ 20mg THD (V3HELOCHE] OHEBR),

4) 275X

EIEROUTIUR
~ AT U ARER (SMEAT—4 : BP22320) 2 20

SRE AR A BYE 6 llC 31T A[PCl- AR Z Y 7 a2 0.0mg EEBHERFD hR ) 7P
DR 7 VT T A CEAECEERZE) 1L, 9.96£1.25L/h (n=6) Th o7,

) AR OEKR SN B EREITROBETHS (VIELROHARE OEBHR),

#¥O21)752R (CL/F)
[VILL. (2) FRPRERBR CHERS NI | oIE, Tk 22 m

1) RN 2 x5 & Lz a5 (CSG001JP)

[VILIO.FFE DS A BT HEE] OHE, TroakBsi e

1) FFHERERE S BE & kf 5 & L= Binlf& 5308k (CSG007JP)

2) BHEREREE AT D 2 ABEIRIE R kS L LI HR 53R (UME AT — 4 : BP22321)
3) EHERED H R D 2 BIBEIR GBI A kPG L UTe 24 #5538k (CSG006IP)

(5) HMBIE

IS AR
~ ANT U ARER GNEANT—4 : BP22320) 2 20
faEHER A BAE 6 BlC 1T A[PCl- AR Z ) 7P 0.lmg EHEFHERFD R 7Y T a P DEF
WEEIZRIT 2 0M AR CESEEFEHERFZE) 1%, 50.626.74L [0.63120.106L/kg] Th 7=,
) ARIOKREN-HERKEIROBETHD (VI HAEROAE OEEBR),

BOKERSMER (V/F)
[VILL. (2) ESARHERCHERR Sz e ) o3, TRl e

1) fEEERANZXISRE L & 55 (CSG001JP)
[VILIOFFEDOE a2 H T 585 OHE, Tl s

1) FFiRERE S B 2 x5 & L-H 538 (CSG007JP)

2) BHEREREE A AT D 2 ABEIRISERE xR & Lo HIE 5B GNE AT — 4 : BP22321)
3) BHERED HL 72 % 2 MUBEIRIF A At & Uiz 24 B 5Bk (CSGO06JP)

(6) EOith
BB L

3. BfEH (REalL—Lay) @
(DR &

WUV AR (7 transit compartment % F\ V7= 3-compartment model

QNS A—E EFHER
FRZ U 7 ayr OREMEYERE ST A —F Z4E L, EhBRIc Bz 5 2 5 WEROR

Rat1> 2 AN E L, RHEMSBIREMAT & 5 L 72,
fRFTiciZ, 4 38k (CSGO02IP, BP21549, CSGO06JP K& U CSGO07IP) kv 90 i 1,133 sicd i b
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VI. EMEEICEY 4S1EE

4.

AR 7 a Y U REE W, 90 BlogkERE DN, 2 BUBERIF B X 55 61, RN IT 35 4
Thoto, Elo, HHNZOWTITBMEN 76 i, ZMkAs 14 fi], HUBIZ SV T H ARDfiisx O #hk
FHS 50 i, MESN DSk OPLERE D 40 Bl ThH o 7o, ek, WEEEEM L LC, i, KE, T
I, By, AST (GOT)., ALT (GPT). y-GTP, eGFRMDRD, MR, fEEERA/2 bR
R, M (HARAMESS) ZREt L7z,

B AT T W TIRIGEFR | transit compartment % FH V7= 3-compartment model (F[X|) Ttk S,
B SN RHERR e N7 A —& (8% 1%, CL/F 28 11.6L/h (24.6%) . Q3/F 23 43.1L/h,
V3/F 73 48.8L (15.6%). Q4/F 73 1.34L/h (51.6%). V4/F 7 9.90L. Ka 7% 1.50/h (51.9%) MTT 73
0.750h (39.3%). N 7% 7.13 (49.3%) Th o7~

Transit compartment model ZIRUXER4 [Z AL I= 3-compartment model MIE X

Dose V3/F
| -
ktr ktr ktr ktr ka CL/F

> = serees > > > | vorF
\ Y } T ‘l’ Q4/F

Meantransit time : MTT V4/F

Number of the compartment : N
ktr= (N+1)/MTT

CLF: #1027 V7T A VIF: RINTOZHERE, QF: 2= h AV MNEOBATZ VT T A, Ka: WIGEE
ERL, MTT : PR, N g = 8=k 2 v ok

KIRHT DFFEET AN, N7 Y 710 ® CLF ICEE% 5 2 5 A K 71X, AST (GOT)
KON eGFRwvprp, V3/F IZ5E % 5 2 9 DN IIKETH - 7=,

ZNBOIIEEN CL/F XX V3/FIZ5H 2 D EBORE it T 272012, FHEEEIZOVT 5%
RN 95% R DEEZ R AL TH 57z CLF XX V3/F OfE%, LEED Eﬁi,%focw EARE LT AE
L5 & V3/F OREIC X HEbER13-15.3~24.7% . CL/F DR E|IC L HE(bE13-17.5~29.1%.
AST (GOT) I X 5Z{b#(13-30.7~13.3%. eGFRwmprp = X H5Z(ZHI1T-10.6~5.66%TdH -7, =
DO EN V3/F T CLF 125 2 28I KT 3ERETH -T2,

IR 4R

M7 YU 7P 3 ARGR, WP SN D, MERERE N OB G% T T (359 1
R T 2 23 BRI G TUE Tinax (TEFE U | Conax (T UL &R K0 BRIOE AR T L7z, (TVILLL
(2) ERRHBR CHERR SN REE ) TVILL. (4) &% - fPHEOEE] 0HSH)

WIGERAT . BBIHFPEBRIC DWW IR Y &R e L

TRANTURAREE BEANT—4 : BP22320) 2 20

Rk AN B 6 il 2kt 5 & U 7= FEEMERER T, [2CY[MC- h AR 7Y 7 a v CE¥#% 58 100.7uCi,
(3.73MBq) @ "C e 19.6mg DKEMK, LA, 20mg L5i#l) ZHERR ARG L, &5 45 5%
225, 0.1mg D[BC-bARZ U 7wa & 15 RIEERFEIC L G U, M1 47~ o(
TEUT 1 ERRE LT,

[BCl- bR 27U 7a vy 0.0mg EHEFER K O[2CY[MC]- b &7 U 71 v 20mg #% N &ERF D
NARZY 782 ® AUCk bR L7t A 7 XA Z 8 7 1%, 97.5+212.3% (CEXHE
TIEHRAE) Thol,

) AR OEKR SN HEREITROBETHS (VIHELROARE OEBHR),
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VI. EMEEICEY 4S1EE

5. 9%

(1) Mm%k — RBEPT @@ 4
7w MZUC-bRZ7 Y 7m vy Imgkg Z HERE ARG Uiz & & R MOV ik A (3R T
Kotz ¥

(2) mik—BEEEEAFT @@

IR 18 HEOMES v M ¥C-FAR 7Y 7rvy Imgkg A BERRO#KE Lz & &, JRIE~DlK
FHREDBATFRD i, 1T & A EOMARICB O THREG% 2 IR E M EIREZ R Lz, &5
#% 24 BRI OB IRIFIRIZ W) T O R, T REEN O mAE eI IS & (8] 2 i REIR B 2 7R
L=, OO EFRRIC SO TIERENM O M h S RERREE L 0 bk o 7, ¥

(3) Eir~DFITHH

HIER 11 B BORAM T v M YUC-FR 27U 7u Py Imgkg # BERRA#KE L, #&5 24 FHEH
F TOIMABER OFA S REIREE 28 U7, FIEEUEHREURE Ch 5 & 5% 0.6~0.7 KEfIZHR
e LA P i BEJR FE 210.4~389.4ng eq./mL %7~ L, 514 24 BRI IXE & FIRARIZ /e~ 72, &
IS REDFILH T ~OBATITR G EE LR B, 1 FHIwIEEREHR B (0.7 BEE) . fho 2
B3 G- 8 Ipfi 2 (S i mn LI SO REIR L 146.2~187.8ng eq./mL %7~ L, 5% 24 RFEIZ I35
FLT T RE IR EE DR S%RREL IS LTz,

AL ME A BE T FE LT 0.5 B C 0.28~0.48, 2 FEREC 0.74~0.77, 8 B[] T 1.58~1.84 T
3?)0 7LCO 34)

(4) BERA~DBITH
T MZMC-FARZ Y 7u P Imgkg Z AR OG- LTz & & RT3 TR - 72, 3

(5) Z DDA DBATHE

MmEkFEITE
b hEC “C-hARZ Y 7P 0.1~10ug/mL i L7Z & D b DOIMERBITRIL 24.8~
291%CT&H o7~ (invitro),

HEPRE (BRIRS) Y
7 v MZMC-hRT7 Y 7u vy Imgkeg 2 Bl DG Lz & & kP sEREIF L A L
DR T, BH% 3045 (722U, BEE, ~—&— R LR R ORI T3 5% 2 1. 515
B OKRIG TlIse 54 8 ) (@B s L7c, APIR. BB, THA0AE M OVBE IDE ik B2 (i 5 rh i i
B L TRETH Y . IREK, JENI R OORERE i B (i e Pl A & el L TIRETH - 72, K
Mo /0N B OV R P i BE VAR oD TR o 72, 1F & A8 ORERRIC 31T 2 B eI L i b o e & 3
TLTHA L, &E5%& 168 RFHORF AT, AFECREIRD ~ A7 Y 71 2 v QPRI B 59 2 s
ZER<ATE A EOMBRITIBW T, BERE L~V UIRIIIRAR M ThoTz, AET v MTBIT D
HREDMM ML, 7 v FEIZERLCTH Y, BFPIRO K 5 7o B~ O R R 2 B RED

AR BTz,

Zv MZMC-RRT Y TRT Y Img/kg ZHEERORS L -ROMBRPKRETRERE

P 30 4y 2 BRY 8 R 24 FE[H] 48 IF[H] 168 Bt
1fn 4% 4(61?;:(?)9 2(?(?(?)0 (215.?):(}) (1331)) (lz-j(t);) P
1 % 4(715.3; 19 )2 3((?; f )4 (21%2) (f.i313) (123(())) ™
M| ooy | oen | ooy | oy | W N
I 005 096 020 0m) P =
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VI. EMEEICEY 4S1EE

HE AR 30 4y 2 ¢ 8 FFfH 24 FHERA 48 FHERE 168 HEfRH
. 13+4 13+1 8+1 2+1
i
L (0.03) (0.05) (0.32) (0.67) ND ND
. 72+19 6119 9+2 241 1+0
R (0.15) (0.24) (0.36) (0.67) (0.50) ND
113+£35 69+24 7+1 1+0 1+1
=
Lt (0.24) (0.28) (0.28) (0.33) (0.50) ND
. 110440 90+15 1245 1+1 1+1
A (0.24) (0.36) (0.48) (0.33) (0.50) ND
5,809+604 2,529+194 207433 13+£2 8+2
b b :l:
TR (12.4) (10.2) (8.28) (4.33) (4.00) 3+l
B 2,516+240 1,8744+257 62124 70+11 14+3 120
(5.38) (7.53) (24.8) (23.3) (7.00)
2,662+1,581 738+138 59+17 444 1£1
H. ) )
N (5.69) (2.96) (2.36) (1.33) (0.50) ND
ol 436+130 365+40 3,147+2,535 22+16 5+£2
= ND
(0.93) (1.47) (126) (7.33) (2.50)
454+135 345+70 1,702+1,219 23+15 442
H. b >
KW (0.97) (1.39) (68.1) (7.67) (2.00) ND
- 7324345 1,1524435 169+158 7+3
i (1.56) (4.63) (6.76) (2.33) ND ND

4 Bl E YRS (ngeq. of hAR2Z U 711 /g or mL)
ND : f RS A
() OB VIR P i B/ ifn A R R JEE L

HghRE (7 AMRERS) Y

7w MTHC-FARZ Y 7wy Imgkg Z 1 H 1R 7 A HRAERE D455 DR T i seiR 2 &
HE Lz, 3 ROVT BRI G- 24 WEfE TR O T RERR 1T, B GRr LU L TR, &
73 e b @V MEZ 7R Ly RO THFIBRAS @2~ o 7o, BFIE 2 B < SRR O RElR RIS 7 Bl TIRE
EFRREICE L, M2 R LICHBHNIEEO Do 7o, BT IRE QIR 3 BA T 7 B S
THIML TWes, 7 BG5OSR G0 9 (5 ThH 0 | B[R E 5RO s B 7
R L-ERRE 94) LERILTWEZ En, I RFEFREBICEL TBY . KERGICX
VERENE(LT D Z LiThneEX LN,

(6) MIFELFEEE
b I BC- bR Z Y T Y 0.1~10ugmL 2RI L7Z L & OImiEEAMEARIL 823~
82.6% Tdh-7-, b FOTEERFM TH 5 W LR VERIRIZHONT, 0.1~10ug/mL oD B i [ T ifi 4
EAMSEZRM LR, MR A E$EIT 52.7~55.0% Th - 7= CEEEITIE).

6.

(1) RBIFLLR O BRRRR
A7V Z7uaYrobe NIRRT 2R 71 7 7 A vk, IR CEEE (30.9%) 133
ERHW L L TR S, ZomMoREY L L T—HoKkBRbE (1.1%) ., —#kERIBIE (0.6%) K&
O R oAk (3.7%) ARt stz (invitro), 3% 39

RRANT URHEB PMEAT—4% : BP22320) 29 20 27

FERERL A B 6 B [2C)[MCl- R AR 27U 7m0 20mg A HERR DS L~ & 2 oo bk
7Y 7u 0 AUCLam &, MEHITAEAET 2 BETEED AUC 1200 D 42%ITHHY L, Mg o
JVIR CBRIRD AUC am 1 52%IZH8Y LTz, LA, ZHOKBRBIR, o7 RAR, T r s ad A
R AUC 1240 DIE TS Hav, TALEIL, MBETIAAET 2BETRED AUC 240 D 5.2%, 3.2%K%
W2.6%ThH Y, MIAAET DD AUC om 1T, DARCBIEZRNT, WIS 10%LLT
Tholz, bRZ 70y OHEEREREZ FRICRT,
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VI. EMEEICEY 4S1EE

kRS U B DU O#ERBHIRE
—HRIKER AR HIVIRVBEAR TINTILAFAR

HOOC -OH

%OH
0-""0H

%ZYP4A1 1,4F3B

fRZUZOYY ZHRAKERAEAR

(2) RFICBEET HEER (CYPH) OO FiE, HFEXE

1) REESER Y
14 FEE OB Z AL N CYP %8152 (CYP1A2, 2A6, 2B6. 2C8, 2C9. 2C18. 2C19, 2D6,
2E1, 3A4, 3A5, 4A1l, 4F2 };OV4F3B) W ONC b MEfEIFRIE 2 vy, CYP 4 7RI C RN A 72 BH.
FREHALTIRZY 7n 0 ORBBAGRER LR Lin, CORE. “HKBRLRA~DORH
121X CYP2C18, CYP3A4 K R3AS 3, F7o, —fKBBLAE~DRHIZIT CYP2C18, CYP4All &
WN4F3B 2B LT\ 5b EHEER ST,
t MEBRIMAET TOEERBHY TH D D VR VBIEIT—FKBBIEENG AR T 5 EE 26D,
Z O EREE IO FTAEE Y L S 7 Y — AEASOWE S CIELE L, BiE RS S LT
NAD*% %3k L 4-methylpyrazole #RINIC L W AERDHEIND Z BTV a— L KBERESR
(ADH) ECHEEIIT=D, 27 vy — Ay OB IFHEE T o7 (invitro),

2) EMRBEBERGERE

b NGRS IR SO IR I R AR 2 ) 7120 0.5~50umol/L ¥R L, hRZ Y 7a
»® CYP1A2, CYP3A4 KX CYP2B6 |Zxt3 AahERE A MRE LT,

B 56t R D B -naphthoflavone Spumol/L 1%, CYP1A2 iEME A et iR (DMSO) @ 141.6~220.2 {F
|2, rifampicin 10umol/L | % CYP3A4 {E 1A 3.9~8.7 fHIZHIMN LT-, MEt LTZIBED A7) 7a Y
VClE, CYPLA2 i K O CYP3A4 TEMEI T Z L Z L katExt i (DMSO) @ 0.7~1.4 J2T* 0.6~1.5 %
ThO, WTNLEETRD Lo T,

Bt % B > phenobarbital 500 3 (% 1,000umol/L |% CYP2B6 @ mRNA L)L % &t %f iR (DMSO)
DIZ~ITAFZTHIIM L=, hARZ ) 7P 03 08~11/ETHY . v 7Y 71 Y Tl CYP2B
D mRNA L~ULOEEHIFED HiLieroTz,

L= T, RARZY 72003 CYPIA2, 2B6 KN 3A4 OFMEEELFi/-/0\\ 2 LRSI
7= (invitro) ,

3) EMRBEBERETER Y
t MIFI 7 v Y —24% T CYPIA2, 2B6, 2C8. 2C9, 2C19, 2D6 K TUr 3A4/5 (2%t 5 bk
7V 7a Yy ROV CEEIROEREZ TG L7z, BV AR IR I CYP2C19 12k L CTHIV
PREVEH 2GR HaL7e Ay (ICs=27.1umol/L) . Z D> CYP 2k} L Cldiifb&M & & HEIT R S
7273 7= (ICs¢>50umol/L) (in vitro) ,
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(3) MEEENROHERVTOHE
ke L

4) REMOFHEDEERVFMEL., FHELE?

cRZ U Z7a o ORI THDHMAKRFZER, 7 N AR, kbR v ~—1, Kb
TE~—2, —HROKERBIR, VR CEERO B b SGLT2 2% d 2 BAEIEHIZ OV T, B b SGLT2
%38l L7- CHO il & H\C. HE CTd % methyl-o-D-glucopyranoside @ Na" & 77172 B V) 1A Fx %
50%FHET HIRE (CsofE) Zk7,

cRZUZ7a OO e b SGLT2 (2R ARHETEMIL, MR2Z U 7a oAzt ik
TR, —BKBILEDIZIZRETHY . 7 b AR, ZokgbiAo e ~—1, Z“fokigbif=r~
—2 TR 1B~14FERE L <, FERFM TH D VAR BEIK (ICsofi : 2.7umol/L) Tl kA7
J7u vy (ICsf : 0.0039umol/L) @ 1/700 L8575 > 7= (in vitro),

7. B

TRANT VAR WEANT—4 : BP22320) 29 20 27

e A BAE 6 B[ 2CY[MC- AR 27U 7 1P 20mg HiERk O E L- & &, %5 168 FRf#%
£ TIT, BEBEEED L) 98.7% 05k S 4. 77.0%23 R HIZ . 21. 7% @ h iRt S -, &5
HGHTRED R K O ~DO PRI O I /31, Zh 2, &5 48 FEfitg (76.2%) KT 96 Iff T4
(21.4%) FETITRD BN,

JRH (0~48 BE[H]) 1213, HAVRUVERIK, "ARTZ U 7a vy 7 bR, THOKBREIR, T v
TNy aFrA ROIATRD Hiv, T, BEHHETED 38.4%, 16.1%, 5.8%, 4.4%, 1.4%TH
STz, FEEH (0~72 BEE ST 96 BERT) (2iE, DIV UERIR, THRROKERIBIR, R AR, RS
Vo7a P rB3iBbbiv, N, HEHEED 15.4%, 1.8%, 1.8%, 0.837% CTh -7z,

FRAE R OEE R IZEI SN BRI VR VEBIETH Y . HEHEHRED 53.9% (JRFIZIT
38.4%, FFEPITIL15.4%) NEIENT-, bHZ Y 7P b U TERSHBEHRED 17% (RPIZIX
16.1%, FEFEHIZIEL 0.87%) DB ST, £lo. 7 M AR, —fokBRbik, Zfokigbik, 7
TN aF A R BAKERDEUL S 720, WIS G HEHED 10%A5H (0.61%~7.6%) T
HoT,

MABPICHFET D FARZ Y 7P 0 OFEAREITEE LTRETHY, A7 Y 7P ik
WE ORI A~OPEIR K IT T & L TBEREThH D &2 by,

REALADRPHEME (f)
[VILL. (2) FEARRBR CHERRSNMPEE ] oIE, Tl s H
1) fEEERE A 254 & L7 B3 535 (CSGO001JP)
[VILIO.FFEDE A A9 HEH] O, Trliiss e
1) FFRERE S B 2 x5 & L-H 538 (CSG007JP)
2) EFRERREEZ AT 5 2 ABERIR A g L LI HEE G RER (JMNE AT — % : BP22321)
3) BHEEED H7e B 2 BUBEIR N ABE XI5 & LT 24 B G5-RER  (CSG006JP)

BHAEBEEZ2HAI S 20BRFEEEZNRE L-ERKREHE WEAT—4  BP22321) ¥
EWREHREZAET O LA OBFKERELZ AT 5 2 BNEREESE (B R EE
eGFRvprp>80mL/min/1.73m?, 4% R FERERR 3 - 80mL/min/1.73m*>eGFRyprp>50mL/min/1.73m?,
H A R RS BB 2 BB 3 - 50mL/min/1.73m?*>eGFRMprp>30mL/min/1.73m?, EEJE B ML REfE E BB -
eGFRMpro<30mL/min/1.73m?) (ZAA] 20mg % Hi[alfs 05 L7,
EOERE S ERE DT RTIZBWT, FRZ ) 7020 ORI R PR X 0-4 BRI OEE
FEHIC A BT,
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VI. EMEEICEY 4S1EE

ERGBEREEATIRVEROBHREREZE TS 2 ERRREBICETS

bR Y IBD DY (BERE) Rebdt®ReE
500

450
— 400
=
2
& 350 - —8—Normal
" —=—Mild
% 300 —&—Moderate
ﬁ =t Severe
i
N 250 -
N
a
_Q 200
o
jE 150 A
100 A
50 4
0 T g a .
0 6 12 18 24 30 36 42 48

5 %M (h)
Normal (BHEREIEH ) : 11 ], Mild (EREEEIERERERE) 84
Moderate (H%5ERHERERR S BE) 9 il Severe (FEEEFHEREMIERE) : 8

8. S URKR—H—IZHET B1HELR Y >

OAT1 X3 OCT2 Z %3l < H 7z CHO Ml L < I% OAT3 Z %8l =¥ 7= HEK293 fifid 2 FIv T k
w7 Y 7Yy (5 XL 10pmol/L) DOHIANIR VAL ZH L7-fE 58, WFNoME Ty bk
U 7wy OREBRZREEITRD bR ol,

FRZ YU 70D O VR CERAIT 100umol/L T OAT1 OIE (T 7 2/ BREE) DEY
B EFLERET, WA & b 300umol/L T OCT2 O (A hA/LIy) ORVIALEZEEL
ot

Bk MDRI %%# &+7- LLC-PKI fildz F\C, ~A2Z U 78aYy (7.5umol/L) KO LR
VEER (4.5pumol/L) @ Apical |7~ 5 Basal I ~DHiikaE (AB ffink) K OZ O OHfEGE (BA i
) AZHOWTHRET L7 /55 BA/AB #iiiiktbiX £ 4141 8.87 XY 0.57 Th ¥ . MDRI OREHITH
HTT VA =MLY RRZ Y 7 ey BAAABBIREIT 1.07 (K F L7, LMo <C, ks
U713 MDRI O BAERIEVE TH DN, WAVRVBRRITIE L 13 b oT-, mi{baw &
HIRET LR R (1~30pmol/L) (ZRW\T ¥ ax s »OfklFE 2 Z Shhole, ok, b
7 7Y OEERIC N T 500umol/L £ TRt L7223, 1Cs fiiE 500pmol/L LA E T -
77

OATP1B1 X% OATP1B3 % J&Hl & +7- CHO Mifaz FWC bR U 7m Yy (Sumol/L) D
WY ABZ RS LI-fER,. M2 70V OREBIRNARREIIERD bR o7, hRZ Y 7
0 YT OATPIBl ORE (V2 RAZF U R NTNANRALF V) OV iARERE LA, ICs
EIXZ 24 480 KO 370pumol/L & PHFEIEMIZF VD TH Y | H/VR VERKD ICs fEIT VT
H 500umol/L LA ETH o 7=,

9. BIEICLBREE
BB L

10. RENDERERTLEE

1) FHEREEELRNRE L-BEES5HER (CSG07JP) 3

IR RE R R S OV RS RE LE R L2 . AN 40mg 2 92 15 SRl R A& G- L7z & &
R bR 7Y 7w D PR, ITREREIE W BRSOV RE R A & B ICIR G0 1 IFfAIRIC
Toax &72 0 . TORERLPITHR LT, FTHEREMRE B TORER (AUCHh KT Crax) 13, FTHERE
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VI. EMEEICEY 4S1EE

EHBERE L bels LTI L. AUCins & I8 Coax DT D eI, F30F00 1.70 {5 % N 1.47 (% C
b olo, Fio, IFHREREE B CITFRERE IR HBR &tk LT MRT (3L U, fo 1330 L7223,
Tomax 1ZZ2LE T, CLr HIZIEFRETH 72,

*r o —F <X CT I L AT N S % B . Child-Pugh 4338 T ClassB(moderate)|Z J& 3 % ATk RERE % 244

% B

PP REIE BRI E R VI HEEEE B FICAH 40mg 2 ELIEED MRT Y 20DV OENEE/NF A —4

B 58 JtrelE S B | IR R R JH R Rk R/ R RE I H pk R
(FHERER1) n=9 n=8 T 45 D L [90%fE #H X ]
Crnax(ng/mL) 1,2304253 8464206 1.47[1.19, 1.80]

AUCin(ng-h/mL) 6,720+2,460 3,830+879 1.70[1.32, 2.19]

Tinax(h) 0.719+£0.256 0.875+0.354 —

tia(h) 9.01+£0.767 11.5+8.47 —

MRT(h) 8.7242.44 6.19+1.27 —

CL/F(L/h) 6.60+2.05 11.0+2.65 —

V/F(L) 86.2430.1 1774132 —

£.(%) 26.848.26 21.4+5.92 —

CLr(L/h) 1.75+0.722 2.24+0.417 —
SEEIE SRR E Lo JRPHREER, Clr B2 VT TR

W) AFOAR S 1 EHEIL 20mg TH5 (VIHEROHE] OEBHR),

2) BHEEEEZ2AI S22 BRAEBEEZNRE L-BEREZEHR WEAT—4 : BP22321) ¥

EH 7R E AT 2 L O~ ORREOBHEREZ2H 35 2 MEEREESE (BT EE
(eGFRmprp > 80mL/min/1.73m?, DAREREHEEEIEF#E & 9°5) B EERE A5 (80mL/min/1.73m?
= eGFRuvprp = 50mL/min/1.73m?, VIR ERASEERR ERE L 95 ), P B RmEE RS
(50mL/min/1.73m? >eGFRuprp = 30mL/min/1.73m?, DLW P45 FERHERERS ERE & 4 %) . BB Rk RE
P B (eGFRvpro<30mL/min/1.73m?, DARF E B REREREHRE L 92) 1 1T, AK| 20mg % Hi[Al#%
AL Lz ZomER MR 7D 7 O U REIE, BHEEEEOREICELL T, &5480 1 R
BT Toax (FFIRAE) & 720 K 6 FERI O t1, THHL LT, BHEREREE 243 D RED MAE R L
X, BHEREIEHREDO B D &l U T, Tmax BAFE, DT DITEVMETIATRD D203, BHERERE O
FRENKE L RBIFEEL RAHEMITERD SR 272, Cra (XEHREREOREICL VL
7o ts, BHEEEREEIC L D AUC 1IN AEM 258D 7228, TOREIIRZ R LD TR,
RS RERE 2 0D BOE |2 s U C AUC 23BN~ A MmN b o 7=,

—J. MRZYV 7P ORFHEERE O 7 U T T AW TR, BHREREREE OFEE N K
XL MDITHWES TR F Lin, &R OEERHBIEREIOR TR IZIZN TN 4.07% K O
204% TH Y, BHEREEFIE L i LT, 2T, 13 RO 1/6 ITIKF L7z, BREE, rhEEAs
LOEEBHEREREOR 7 VT 7 2321152, 6.71 L T3.70mL/min TH v, BHERELE

WREL L LT, FNENL. K115, 13 RO 1/6 I T L7,
AF| 20mg BEIIFEE®D RS JAD U DOEYEIRE/NNS A —4

eGFRwmprD 1E#(>80) 1 [£(50-80) A5 (30-<50) FE(<30)
(mL/min/1.73m?) n=11 n=38 n=9 n=38
Crmax(ng/mL) 410+107 391+148 399+91.2 360+118
Rl DL B 0.917 0.980 0.863
[90%fE#E XM ] [0.700,1.20] [0.805,1.19] [0.680,1.09]
Tmax(h) 1.00%(0.50-1.50) 0.992(0.97-1.58) | 0.967(0.50-1.50) 1.23%(0.50-1.50)
AUCin(ng-h/mL) 1,740+628 2,070+984 2,040+419 1,970+484
AT DL B 1.16 1.22 1.17
[90%E X [H ] [0.850,1.59] [0.958,1.56] [0.905,1.53]
tin(h) 6.21+0.965 5.65+0.851 6.06+1.23 6.52+3.43
CL/F(L/h) 13.0£5.01 11.2+3.89 10.2+2.31 10.742.51
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11.

€GFRuMprD 1E 5 (>80) 1% £ (50-80) 125 1 (30-<50) FJE(<30)
(mL/min/1.73m?) n=11 n=8 n=9 n=8
V/F(L) 119+60.6 88.6+26.4 88.6+£22.1 101+£63.2
CLgr(mL/min) 22.7+£8.00 15.2+7.53 6.71£2.08 3.70+1.54
(%) 12.2+7.64 8.84+5.01 4.07+1.37 2.04+6.53
S+ AR R 7

*rpfufE (fPH)

fo: JRAPPEMER, Clr : B2 VT TR

3) BHEENDEL D 2 BHRFBEENRE L1 24 BRRE5HER (CSG006JP)
BHRRE - EEEREO B L TR O MR T 1 FlofRER ki > b — LR+ 7,
HSBENIEHR Th D I B EDEEZ A5 2 AP RIFRE 28 & L, AH 40mg 2 1 H 1 [5]

AN A &G LT2BRo

MAEF R 7D 7w DR, BRI R R M UM R R

ERE L BT, BHH 1 ERZIC Toe (S LTz, PEEREBERELREOMPEF hRT) 7y
VIREEIX, BFSREIE H R LR LT mVMETHER L7z, BEREIE R RE Ll LT, PR
FEREREE B H CTOBRFE R (AUCint & O Coax) (TR IZHIIN L, AUCine B2 O Cinax D 814 D E I
TNEIN LA 5 N 1.33 (5 Th o7z, HEEBMABRFEE RS O f X EFEE O/ 1212,
CLR 1T 13 (KT L, P25 B Rk aERE = B CIXBERE B3 BE L Il LT MRT KON tip [H4E

EL7,

EREEEEERVPEEERERTERCKR 0mg ERELI-EED MRT ) IO D D DEYEE/NS A —4

B bR g el s ey BRI R R R R R AR I W R
G =) n=7 n=8 L&A 214 D EE[90%(E 3 X [H1]
Crnax(ng/mL) 1,230+325 9314250 1.33[1.02, 1.75]

AUCin(ng-h/mL) 7,280+3,050 4,650+1,000 1.48[1.10, 2.00]

Tanax(h) 0.921+0.534 1.00-:0.00589 —

tia(h) 8.44+2.66 6.08+0.571 —

MRT(h) 10.3+3.78 7.56+1.04 —

CL/F(L/h) 6.3842.59 8.96+1.90 —

V/F(L) 69.9+11.0 77.3410.3 —

£.(%) 11.6+5.28 25.545.83 —

CLr(L/h) 0.794+0.341 2.38+0.658 —

WRE R L RPEREHE CLr: BZ7 U T 7%

) AFIOARENT 1 EHEIL 20mg THD (VIHEROCHE] OHEBR),

Z Dt
BB L
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W Ret: (RFALEOIES) CHTHEE
I. 22t (FRLOXESE) ICEY SHIEE

1. ZHERABEZTDER
BRE S TR,

2. ERRNREZTDER

2EZE (ROBEIZIFEBE LRI &)

2.1 REND Ak LiEBUE OB ERE O & % B35

22 BEIE/ b—T A, BERIBMESIESUIRTEMEO BE (iR, 1 > R U A2 X D072 & ke
DREENSVIA L 722 O TARBI OB G138 S 720, ]

2.3 HIERYYE, TR, EERMEOHHHBE [ A ) U EFNC X 2B EENEEND
O TAAI OG- 1358 S 7200, ]

(fi# )

2.1 REN DRI R UIBBUE OREE D & 5 B \TAK 2 e b L6 IBBUE 2 8 Z 9 rTREE 23
W, AAIOEERRER TIX, EERIBEIEOME LAV, RN EEFRELE L CRE LT,
22 MRS ORI, 7 h—T A BREES, SIFESEO MR OREBICH 572D, @ik
TV SEA AV A K DL EIME O R IENSBETH Y . ABIOE 5130508 S 220 7= 0%

E LT,
234 AV SN LA MBEEENE T, AF OG- ITE S oW dRE L,

3. PEEXIIHEICEET HFELZTNDER
(VIBRICBET 2B 22RT52 L,

4. RERUVAZEICEET 5FE L ZTDER
BRE I TR,

5. EELGERMIE L ZDER

SEELEXRNIEE

8.1 RANIDFEHIZ STz - Tk, B TR AR IUHEER & 2 O3 FIEC DN T T 5 2
Lo 1912, 11.1.1 ]

8.2 AAB G- HIL, MAEESE 2 EHIAICHRAE L, BRI OR LML O, 3 5 ARG L THHRNA
TG AR, KV EORIREE~ODEREEBETHZ L,

83 AAIFELIZX Y, My LT F =00 EH T eGFR OIRTRAH LN Z EDRHHDT, &
BEREZ EIICHAE T 5 & & HIC, BHREREE R 1B T 216RICH 72> TIEm & -+ 128l
2B 5HZ L, [53, 54, 921, 922 5]

8.4 JRICEYL L OMESRE A = L, BEBR, IR EOSEEOBEIRMEGER (71 =28
JH) . BUMEZE O EEREYEICE D Z BB D, o BlE%1T 5 7o ORI o OV ER%
YeDFRIEITIER L. BIE LIS Tl R E 2179 & & b, IRRBIDS U TR 235 8
T5H L, REERY N O ZR IR DIEAR K OV DRI FIEICHOW TREICHAT S Z &,
[9.1.1, 11.1.2 &H&]

8.5 ABIOFIRIERIZE Y IR « FIRDALND Z ENRD D, £, RERENBIOTIHZ E0H
DOT, WERKGMFEEZITO LOEL, BI8E2+751247H 2 &, FrORRERD 2 Z L
RTWVEE (EEESCRRAIDEH BEE) ICBWL TR, KB RIFIE S b T Y K=Y A &
RGBT MUBE e, INFEZE 2 S e e « FERRIESORBUEE TS5 2 &, [9.1.3, 9.8, 10.2,
11.1.3 & ]

8.6 AFIDIEMF Ch LR 7V a—APRiEEEMIC LY, b= he— LR RIFTH-
TOHIERBHSITTE L, 7 = AR bbb, F TV R—TRICEDHZ b D, HL
WIBED LR 2 DR WEERH D720, UUTORICEET L2 L,

(DFL - M, SAEER, 18, WA NE, EERK, MR, EREESEOERIED O
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VI. ®2t (FRALOXES) ICET5ER

NSk, X TRF 7 FRRE R ST REE T 5 2 L,
(2)FFIC 4/%)/ JWHREDIR T, A v A U UBIF ORESCH (-, W 7R EGHIR, 9
ﬁﬁra\@mf\%méﬁﬁ%émm#b7vF—vx%%ﬁL%¢m®T\ﬁ$%+
TATH T &,
@FEFITH L, UTFTOSEEETHZ L,
< N7V RV ZOFER GO - g, BABOR, MR, WAL DVE, M, R R

=% n%a :!ct—'—»/r-l\—)

T RT YV R— /X@f«ﬁ(?ﬁ)mu&)%ﬂt Efgf%%%x%ﬁ—é:ko
- MFEEAEE TR EH T 8TV F— /X?b‘%%fﬁbﬁé\_&o
[11.1.4 &PE]

8.7 BERINEE, MR, ZIRH D WITIRADIERZ £ T2 BEFICB WL, ZOREEELT D L
&%;mﬁfmﬁ%%%ﬁ#é &

8.8 AP G L HREBD NME SN TVWAH O, WEOERERDICEETHZ L,

&9ﬁmﬁfh%£_#;k#&é®f\%%¢%\%@i@i% ICHEE L TV BEEICHRE
THEXFIERETH L, [11.1.1 ]

(fiL)

8.1 ERRFABR I TR MAE R e STk v | BEORECHHSKEIZ LV RMED Y 2 7 3814
LBRENNG D, BE B G IMEMHE OIER K O LT EICOW TR L TVWD Z & A EE
LD EMNBEE L, (TVIL6. (1) &0HE - BEEREEDH 5 EE 9.1.2) TVILE. (1) EX

7RREWER & OIIELR 11.1.1) DIESH)

8.2 BEIRIFIEIR IS D5 — B FH E U CERE LTz,

8.3 AKI DI FHERINRER R RME FR) Th O, ERNOEKERICBNT, g7 v7
F=r D EFH., eGFR DK T, —HOBEKEE/ X T A — X IZEFNALILTZT-20, KHIDEHEEE
»w@%&i#j MHEZONDZ ENLRTE LT,

8.4 ARKNIOEGIZ LY | R « MERBYYEDRWERNHRE SN TWD Z ENHRE LT, —&iIIZ
%Wf$%fimméﬁw%#< IR, AR L OSEHOBEFEMERREE (7L =8
JH) . BUMES O B/ SYYEA L Z T affEE b B2 5D Z LMD AREIC THEEMRE .5 2 &
& L7z, (IVILS. (1) EARZREIEM & gHIER 11.1.2) TVILS. (2) ZDOoFEIER | OEZM)
AP K O A OBEAEME RS (7 V= =BHH) : 2019 45 5 A 9 HAHEAS B 3K - A5
R EIRZZ AR RRRA FARZEHE 0509 55 3 Bl o< YRIFU TOA K OEMEREOE
LB BEE 2 T-TREORER, S K O ORI (7 /v =8H) (BT 5Bt
ZIBINT 5 2 & AN &I L7z,

- EWIZEBW T, SGLT2 FHEA] & DR EBRNEE T X 22 IEHS K& O a i oo BEAEME i 5
(7= HE) ZROTIERINHREINTND 2 L,
- WESMT I T, SGLT2 FLEAIAR R ICHEE M VS 25 OFEMERIEE (7 V= 8H) %
PROTIEFINEFEL TWDH Z &,
- WHO fARBEFIZ2ME#RE (ICSRs) 7 m— L7 — & X—2 (VigiBase) ! % 7= R4y
Mo\, #2550 SGLT2 [LERIT 7 == 8Br ) U TEERMMER ] O RIWER SR
B, T=HRX=22EKNLHFHFINDMHEE Y BV LR FITREIN TN D0, ol
PRIGREETIXZO LS REmITR ST RN &2,
* SGLT2 [HEHIF 5-Be D IEES K O FEES OB (7 V= 8H) ORI
2725 TR OO, SGLT2 EFIOIKEIEN (R 7V 2 — AP REER) D2
Tmf%ﬁw:&
1 IR~ Th Y . b BIVEAASE S & BHE 2 AT T ORI TR — &\ 5 2 & T
AN
#2 : WHO (AR REHERE) SUXUMC (U7 T5=4 ) v TR Z—) ORMTIERD,

8.5 AFNTZ DIEREF LV RENEM L, REEOHDBRD LMD Z ENH D=0, KoMMiia
DHEENAT O WG AT, IRERD ICBET 2 F4 (K - MFEK T5) 233884 5 rrast:
MEZLND ZENLRRE LTz, 2, @inE D X 5 ik ~DRBZMEMET LT 5 HEE, A
RNREFTHEHANZHHA L CODBEETIIEREZET -0, AHICTHEREREZTHIZ L&
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VI. ®2t (FRALOXES) ICET5ER

L7z, (IVIL6. (8) minsr) VIL7. (2) fFHEE L Z0HEE ] [VILS. (1) ERARENWEH &M
HWIEIR 11.1.3) TVIILS. (2) £ DOfhOREIEH] OEZH)

8.6 2015 4 9 H 15 AfHEA A EEE N RLE SRR LR 0915 5 1 5K 12019
5 A HEWETICEES L, AFIZETe SGLT2 FLEANCB W T, REBBEMNGE TE 20 [ b
Ty R—=V R (BERWMES b7 v R—= 2% 5Tr) | ORWERIEFINER L7 Z L biEft L,
AFNOBHIZX Y, F b= ARHobiv, 7 b TV R—VRACEDLAREMEDRSH L Z EN DR
ELT, S, BFICHHTAZENEETHLZ D, 7 N7 ¥ R— ADJER K UL
RFEEDXHSIZOWNT, BEFICHIT o & L bICEREEEZ ST L9 BET L L LT,
Z D%, SGLT2 [HEAIZMHEH L T\ 5 2 BUBERBES IZHB W T, MHENEHE TR b5 b
TYR=VABRREINTWNDLZ &, A A MFRBEETIIEIVZD ) A7 REmL< D
ZEEEEL, &£TOSGLT2 [HERIEGAHRANSOWT, AEDOF v 7 v R—V A ICET 5 BE
FREHIE | TR ENEE TR b TV R—= ANRIH L 9 52 & &iBit Lz, ([VIILS.
(1) BERZRREIER & HIER 11.1.4) OESH)

8.7 AANTEARERIA TR SN 7= 7 v a—ADOHWINZLE L, JRPE~OHE 2 EtEd 5 Z iz X
VR AERBT D200, JURINEE, BHREOZIR, RO X 5 R TEHRBEBEEZAT 5B
X, BAMEOZIRO X RBMEENED L TWnWD EBE2 LN BETIE, ZTOERNPELL
7oV FRIRIC X D RBEGYEC/KEIE S DR ELZ KT TBENDRHDH T & bakiE LT,
Fo, R, BHOZROBE T, JERE 2 LT D BIIAF OB RN T X 22 W ATREMEN
HDZENLERE L,

8.8 AR DOAGRRFOFARRER (A3 1,060 ) <Ti, BIWEM & L TRERD D 6 6] (0.6%) #Hih X
NTEY, 20 4 FINERERNCTEGEZFIELTWS Z &, 2, 2 BIFERFEE 2B
TIFRFRE - EHREICLA2BEORDL LEZ LN, E=X VU IIPREETHDLZ ENHK
ELT,

8.9 AKIOFEHIZ LV | AKMHHER (DFV, S50F%) RHELONDLZENHDLDOT, XN
REEFHEE LCRE L.

6. RENERZHAIHEBEHICHT IR

(1) BBHE - BIEEZEOHLEE

9.1 B6HE - MEERZFOHIEE

9.1.1 pRERREE., MR/RBEOHIEE
JERAEL ST BENRH D, (84, 11.1.2 BIH]

.12 BEMMEFRR T HENNHDILUTDEEXILIKE
o 4T AR REA 2 LRI RE A~ 42
- REAERIRRE, HUERIREE, AEHI S FEE, R FEIEO AR UTEFIRE
« B L A E S
CWEOT L a— LIEE
(8.1, 11.1.1 /]

913 BKEREI LYPITLUTOESE
s lifEa s b r— MDD CRE DRSS
- R
- FPRAIOFH B2
[8.5, 10.2, 11.1.3 R]

(fiL)

9.1.1 ARANT @R 22 f g 7L 2 — 2 % JRPICHEIE S E 57280, JREE « MEEREYYEDORIE Y A 7 23F
FLBENND D, RHNOAGRIFORKHER (551 1,060 #1) Tix, AIMEH & L CTRBEEGL 26
Bl (2.5%), PEEHEGES 15 6] (1.4%) MESNTEY ., 26 OERMN B 5 BE IER 2 L
SHLBENRHDZ LR ELE, (VILS.EEAEANEE L FOHM 84) OESM)

9.1.2 PERIFIHIFIZE N T, IO ORE TREBIMEMEZ R -8R’ db s 2 L, —i%
MREEFHE LTHRE LT,
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VI. ®2t (FRALOXES) ICET5ER

© TR SR ORSREME T L TV B HREE T, I LB % & DA /L v DMK
FL. Kl - dB2nnd 5,

PR OBRRRIC L VIR R Z T BE AR D B,

- 15 PE BN OB 5 A T O BERI 2SI & OB et & BBl 2 & BEEAME T L, R % i
TEBENARD D,

c T a— UL, S o= OSMR AR U, BT A IS A AER S B D7, IR A
HoTBEhnd s,

9.1.32015 4 1 A 9 PAHEAS B ERE R R RE @ AR 010942 5o ikS<,
AR 12 35\ AR 595 12 B 72 B S OVBEOK L2 B L 7= B 72 BRI S s S = = &
D EFL LT, AANTIRA 7 b 2t — XYl A5 72 IRBFERIRIEAIC X 0 JREASHI L
{K{TQEV&/}W:J:%)Hﬁﬂ(%ﬂzj—%%ﬂfj)})é:kﬁ)%%&ﬁ?bf:o (’—VIH.S. (1) Ej(iﬁ%ﬂ{”ﬁﬁﬁk
IR 11.1.3) DIEBM)

(2) BHmeEEEE

9.2 BHEElEERE
921 EENEBEHREREETDHLEBEEFEXIIENFORYABTSR2EE

BH LN &y REIOMENRFFTE /v, [5.3, 8.3, 16.6.1 ]
922 P EENEREREETEOHLEE

WG OVENEZ BT 5 2 &, AFIOED+HSIHB LR WAREERH 5, [5.4, 8.3,
16.6.1, 17.1.3 B:HA]

(f#0)

9.2.1 AANTEARAETIB SN 7L a— ZOBFWRINZRE L, RO ~OH 2 e T 5 2 LI
L VNBRAERBT D70, BHEOBMAERE D H 5 A ULENT 259 51 ORI R 2R
FHTIEH, AFNOMEDPIFFTE RN EZZONDTORE LTz,

9.2.2 ENDEFIKFBRIZI T, HEEEEHEEREEEE (30=eGFR<60mL/min/1.73m?*) ¢ HbAlc
DD MEIL, B EWEE IR TUNS o2 EnbRE LT,

(3) HHREEEESE

9.3 FFHREfE =R E
HEOBEREDH D BE 2R E LTAIER LM 2R & U7 BRI 50 L
TV, [16.6.2 58]

(Fif)
HEDOITHREERE T O & 5 BE ~OM RN 2N 2 E P OERIE LT,

(4) EJEREZH T 5F
BRE I N TR,

(5) bEsm

9.5 it
B0 STIENR L QDD AIREME D & B MBI AR 2 e 583, 4 v A ) VHRAIE 2T 5 2
L, B OEWERR (T v 1) T, & NOMERP IR ORI H 7= 2 BB ~DIRFEIZ LD |
B 3 M OVRAAE DPLBENHE SN TWD, F-, BIWER (5 v 1) THRIE~OBITRHE S
NLTW5H,

(Fif)

E N OMEIMZ I N T, dEbm O 2 34 2 729 OBRARER I35 L TR 697, Zarhidm
MLTWRWZ & BEOBFEROF RIS ME~ORENRESNTNDZ L, 2, B
ER (T v F) TRE~OBITHPHERSNTVD Z EORIE LT,
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(6) #=ZFLi%

RAILLIRNZ EREE LV, BWFEER (T v ) THIPABITT 2 S Tng,

(fiFa)

E N OMEAMT BT, BRFLRF O 2 5l 3 5 72 O ORFRRER L5506 L TR 69, ZetiX
FESL LTV Z & B EER (T v &) THHF~OBITRHREINTWDH Z &, £/, FHHEIZ
THAEROKEERIMMEINED SN TNDLZ L HEE LRTE LT,

(7) IMNREF

9.7 /©MR
INREEZ RS b LT AR OV B2 A & U2 BRI BRI 5206 L TUV 22y,
(fiF3n)

RHAREIR, #rAER, 2R, $hIR XIS 206 FRER A 72 < | ZaMEDHESL LTV 7R
ZEMLRE L,

(8) EWrE

9.8 S E
WiAEWR (D8%) ORMBENLIBENRH 5, [8.5, 11.1.3 4]
(figa)

AKANIIREZ NI D Z L6 KOMRBNEIIITON R WEEIZIE. (KREDOEDIZ X
D BKSEDRERDFEBLT B ATHEMED & B, AR EIHE TIXBUAGER (P¥B%) DRMNEN S WTHE
MRB DT, EEMELZITH 2 L& LT,

7. HHEER

(1) HEZESEZTDER
BRIE ST TUVRUY,

(2) ftRFE L ZDEH

102 fERERE (BRISEE TS L)

I % BRPRIER - & 7k Ry - fEkRR 1

EYIRELEE S RImAENEE = 2 B2 03D 5, Fr | MAERE NEH OHEERIZ L 5,
A VIR =)L l/TﬁlJ IZA VIR =)Ly I/T%IJXai/]"/

WA AU MBS | X U BIF & PR SRS RIfL

a-7 v a v 2 —BILEH PERRE O Y 27 NN+ 582

v 7T A RRIEA NRHDHZEND, AF=1y
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AR R 2 B 580 9 2 ZEA) IRMmAEPE Z 282030 %, i
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YU FIRH BELRPOHRETD L,

/7 I U ERERRREA
7 47T — b REHNE
[11.1.1 &R&]

IBERE T 1 2 8055 9~ % HEA MAER AT 22N H 5, M| MR FIEH OREIZ K 2,

B R AR e v BEE, = OMEE OREEE 14312
FROR R AR L o 2 BRLEPLRET DL,
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VI. ®2t (FRALOXES) ICET5ER

8.

(1

~

FUPRAE 2 A3 % HEH
Jb—T R R

WEIZIS CRIIR A O & % i 5
ToHREEETDH L L BT, M

AFNE PRI L v FIREM
NHERINHAIBZNLNH D,

JE. ARk, RE, miEFFY v
D BE A A HERR Ly BUAKEIR D 5
BUIIERET D5 &,

F7 Y RRRIRAE
[8.5, 9.1.3, 11.1.3 ]

PA=2aS S PEHT 2 EEBKHN D Crax 3 1.22 15, [BEFITAHTH 5,
[16.7.1 &HR] AUC 78 2.33 {28+ 5,
(fiFsn)

Bl R FH 3K

KHENIA > 2V AR AN SIRUVERBETF O 7=, BEIC 2R T &85 TherE g < .
AFIPNEERMBEEZ G EE TV R 7R EEZBNDR, 25 0HF LG L725EE.
IRIMBE NI BT D A REMEDN B D Z E M HRRE Lz, EWNTHEME L 72 BMEEM S (CSG003JP,
CSGO004JP) TOARMBERELEIS 3 3.3% Tdh o 7= DI % L 0 MFERE T 3208 28k (CSG005IP)
IZBWT, AR =L 7 LT AIPFEE CIEEMEE L D bEm0ElS (14.7%) CIRmAE #]iE
iz,

A A CRFIE OFERIZ W T, ARRIFICRBR AR X o 72y, T OERBEFE NS A
A=Y LT AP & RARICARIE ORBUCRFICERE D LETH DL T ENHRE LT,
(TVILS. (1) TERZRBEWER & FIHER 11.1.1) OIEZRR)

B A A HFIGHHRLE R GE R ERR BRI 1T B A R U U BAIOFH B T oK i
FHEIATL38.6% TH o7, (IV5. (6) 1) BLEERFHEERRRO] OHESM)

MpERE ™ VE 2 Ba58 4 2 36541

MBERE N VER 2 B8R 2 38K 2 AK & G325 2 L kv . AFIo Bk /B B8R S,

IR IFER S BT 2 A REMEN B D Z L HRRE LTz,
MR FVER 2080593 2 3RA

B TR 208859 2 38K 2 AF L 0P 5 Z ik v, AR o TVEH 23855 S

HEBEMEN S D Z E MR E LT,
FIRVER 243 2% 34

AFNIIREEBIMEE D Z s, FRIERZHET2EAEOAT L ik, ERARE

PR S UK DR DI T D RN H D Z DR E LT,

A =208 S0 N
AFNHEFRETOLZEMETHERED 2 20 40mg £ THERLTWAN, 7aXxy FED

PEAERER (MESL) 1238\ T, 2.33 (5 OB O M 40mg TOMRFE AR L 5 b o & 487
KB = b BRI CHEEWET 5 = & & Uiz, (IVILL (4) 2) SUME RS (& - =
FV— . FORRY REOHA) ] OES)

Bl{EM

1.81EFR
WORWERANRH oD Z ERHDHDT, BIEE 21TV, RENRBO ONHGEIZITES
ZHET 57 P E AT Z L,

EXGEIMER & MHER

1.1 EXGEMERA

1.1 {EmEE (1.5~38.6%)

RIpE CRIEER R, R DR, RBITE) BN bbivd 2 Lb 5, IRIMFEERFE
ODONTHEAICIE., FEEZ2E0RNAERSE S My EE2ITH> 2L, 722 L, a7
a v —VIHEAE OOFHIC XV IRIEER RS SN HEICE T Rukiz2 5952 &,
[8.1, 89, 9.1.2, 102, 17.1.1, 17.12, 17.2.1, 17.2.2 &:H]

M2 BRER. HEHRUVKEHOREEMIER (TILZTIRE) . BOE (W70 SHEA)
B EER, HEE N OB OEMEFIRK (7 =BYH) BNd Sbi, BuiiE (Mo Er:
vavlEREt) KELHZLENHD, (84, 9.1.1 B]
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VI. ®2t (FRALOXES) ICET5ER

1113 Bk (BEEARHT)

A8, 2R, SR, MERTEOERN S ORI EE DI 5E 11T, IRESHITESE O
Bl liviE 24T 9 Z &, BKIZE] St X M4 & Teiiife - ZARIESE A2 2B L7223 S
WHDT, +HEETLHZ L, [85, 913, 9.8, 102 ]
MAAT T R—2R (BREES 7Y RF—=2RE280) (BFEEAR)

(8.6 & ]

(fiAEL)

111 RKANTA > AV AR Z SRVERBF O -0, @Il Z2 KT S8 2 rTREEN K<,
ARNEREEMBEZG STV A7 BN EEZXLONDSH, BN TEE L - EMFREES
(CSGO003JP, CSG004JP) TORIMKEFIEIE M 3.3% CTh Y | (KMHES RIS 5 mREMEIZ S ET
TRV EMNLREELE, (V5. (4) 2) 22RO TVS. (6) 1) BIERGEH% RO
V5. (6) 1) REIRFEZEFIKRERQ) OIHSH)

1112 BERBER 20154 1 A 9 HAEA GBI A &R Rk EmE  ERZHR 0109 5 2

BN, TIRBICAA & DR EBERAGE T2V IBRER DNERShZ L LviB
L7,
S N O OISR (7 Vv =8H) : 2019 4 5 A 9 B HEA T A 3K - AiEf
AR E IR AR AR SRAELSE 0509 5 3 S-S <, YAIE. SGLT2 PHER] & DK F
BRI E T & e WA R OB FEE OBEAEMERR ISR (7= BH) %58 7 EFI A ERE
SN LS X BN EY) &L,

BUME @ 2015 42 9 A 15 A EAI @R EER S RZ e REREED  EREZH 0915 5 1 5
S HilRBICAKI A2 G Te SGLT2 HEANZIBW T, KBRS G E T 20 THuE (i
MAEMES 3 v 7 & Te) | ORIWEREFINER L-Z & 5Bt Lz, AN, @El7 it 7
A — R & PRAPICHE S D72, JREE-PEEREGYEDRIE Y A7 NEELBENNH Y | IR
B MESRIRL N ESEL L7236, BRBER, SNk S oEEEmHER (7 =28
JH) . BESEOEERBYYEEZE -T2 22355 2 L0 bfE Lz, ([VILS. EE 72 AR
HEELZOHE 84 OIEEMR)

7B, BERERNIIARHE 2 S ARBBEEITEH X vz s THERK) &Lz,

11.1.3 2015 4 1 A 9 B EAZEE EIREL LR e KR EmA  FEEZHR 0109 5 2 Fi2HD
<o

MER#21Z SGLT2 FHEAI & LT, BKROZIICS] &< MBESEOEE R FR 42 & 7= LT ES
DEFIN, NS OHIZIEIAA EDOREBEBRNPEE T RWVEM L EEND Z EbiBEREL
Too AFNT, JRFA~D 7NV a—ZAOPEMERET 5 Z LI K VIR EZRET 5720, kP71 a
— AYEMIZ K DIRBERIR DT DR ENEEI L, LR - BIRDAHIND Z LoD, WHINTKS
e SN WA, BAERSCILER F2EZTR8ENRNHDH I ENORE LT,
7B, BWERERNLARHE 2 S ARBBEEITEH X vz s THEERK] &Lz,

11.1.4 201549 A 15 BfEA S EIRA M AL e RREEm AL 0915 5 1 523D
<o

AH &2 E&Te SGLT2 HEANZBW T, REBRAEETE W [ h 7 v R—v & (BRI
N7y R—vREETe) ] ORIWERAEFNERLZZ bR Lz, (IVILS. EE AR AN E
B L FOHH 8.6) OEBM)
7B, BERERNIA R R E 25 ARBEEITEHTE vz s THERH) &Lz,
(WIHEIR)

I pE - BT, B DB, I, %

BB I BB WMIEORA, TR, F
S R OB EE OSSR (7 L ==8YH) : AR K OREHORIR, WMo, EiR,
FEEN BRSO OFRIE - KT - S8BE, S

PMAE : TS D 2 2110 Qi Em, BfioRA, HNORA~, %

ik : O, 2R, BR, MEEKT, %

7 RT7 Y R—=U R L - g, BAEER, 5. R 8, R, MR, Bk, %
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VI. ®2t (FRALOXES) ICET5ER

(2) ZDtDEI{EH

1.2 ZDOEIER
5%LL E 1~ 5%ATi5 1 %A BEEAEA
| S 32 Z 9 FEIE
BER PREE YL . PR B | IR BEAS A, R AA
R Mk e R b AREG | IR, IR B2 27|
M VA=A IS |
Hib#s fEFh, 2208 BN 2]
Kt e R HEW G
A pfrn PR (SR P2 5 FEAE
h DR IEL)
e 1| WA % = SN EPRYA oY (59
JIiNES
R & ERGER
[l S/ NIV 7N e, RERD
ot ., 1
) BB, ARHEUSNOBRE TCOREA &
(figa)

W R B AR (S FR D & B E LT,
SQRE N “%%oﬁﬁ 2016 /- 10 A B FUGTICEES S (BERE), [Z 2 80E] RO [
IEEE ] T, BRMEEEARBMHEEIIEETE 2N D, Wy HEERE & Lz,
%A%kw//&ﬁé 2019 25 A B EUETICHS < (201945 A 9 HAHEAESEA ES - A5G
AR REIEZ Ao R R A FEAEZHE 0509 55 3 SO & THEEQRAARMIER] 28ET L
WREOEEEEENR) , (TVIILS. EE 72 RN R & 208l 8.4) TVIILS. (1) TEARZRIEA L
FIHPER 11.1.2) OHEBMR)

AR F TOERKRER (BC21587. CSG003JP, CSG004JP, CSGO05JP, CSG006JP) [ZHI+5
BIERFITKR

KT GLEBIEL 1,060 4] BIVEH o fifE FEBLFI (%)
RIVE P BURE 14 (%) 397 f(37.5) Fit 2 [(02)
HIER R 1 |(0D)
RIE I o FHGHL)| | fpos 4 |(04)
(BREEE] 59 [(5.6)| |p=ss 1 {(0.1)
B 2 (C02) | | Y E N 1 |(01)
EES 31003 | g 1 [(0.1)
B L (0D || g A ek 31(03)
T 8 [(08)| | iEimhgsis 2 1(02)
MR R FAE {6 L (0D ] | fsgn 23 |(22)
MR R 2% 10D | pegem 1 [(0.1)
FERBA Y — PHOOD | [—48 - £ SREERVBRSELOKE] | 95 |(9.0)
I (BB L0 || s 1 |(0.D)
51 2 1002 || Hggp Rk 2 1(02)
F DOSERL . LC0D || zepg 11 [ (1.0)
Y= L 0.D | | eime 5 1(0.5)
BRSPS 2 1002 | g, 80 |(7.5)
T D i %% 1 [(0.1) e 1 (oD
AR FEN L COD) | | Sk i 2 (02
LIPS 1 |(0.1)
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VI. ®2t (FRALOXES) ICET5ER

FIl{E A R 56 B (%) FIL{E A ORI S BB (%)
(RS B U4 RAE] 47 |(44)| |[FEREE. MIZBR UHEFEES] 3 1(0.3)
AV 2NVING 1 |(0.1)| |mzmk 2 {(0.2)
ELlZES 2 [(02)] | FEnHEEE A 1 |(0.1)
R % 10| [[BERUKBES) 7 1(0.7)
SO 2 [(02)] |l E 5 1(0.5)
SRR o H S 6 [(0.6)| | 1|00
IR L ik Lfon| [Hu 1 |(0.0)
SR % L [(0D] [[(BE., hERVLEAHHE] 1|00
EGE P L [OD | s 1 |(0.0)
BHEER L COD | | i gpe=) 12 |(LD)
SR LCOD T [ 2w =g 1 [(0.0)
GEEINIoR 0D e 1 [(0.1)
JRIE 2% 0D || b ey 1 [(0.1)
IR 6 10O | s sti s 4 |(04)
EpEREO LD o e 1 [(0.1)
BT AR RIS 1 [(0.1) B iE 3 ((03)
B B B R L |(0.1) SR 1 [(0.1)
ELEFEDS 31003 Mz a=) 23 [(22)
IS LD e e 1 1|0
Ftse o R I 101
Jii bk 4% 19 |(1.8) R 1 {(0.1)
(FEEREE] 3 O] |y Lo
PR B S 210D |y e 1o
HBEEﬁ 1 ¢0.1) PRALIE D F 0 5 1(0.5)
(FRF ) 10 O st oo Lo
FR B 7 R (CE) I e —" 1o
BRI AR L 4 |04
A 2D tlcon
fkPpE LoD |
FEMED F 4 1(0.4)
RPN AR A R LOD] i 1 o
[(HERRRUHEAEREE] O [OB)| | e e 2 |02
P D 2 212 epurame) 97 |92
BAETZ IR 1 {(0.1) pepmpes 1 [(0.0)
i | [ e 1 [(o.D)
A o ;ﬁgﬁ > (02
Pl i ggmm%ﬁ 1[0
TR 1 [co.n) g o
A 1o B PR A A i (0.1)
(ARG o REE] 5 [(0s)| |PERAIERE 2102
PR Z PR 2 [(02)| |REDE 2|2
i, 3 (03| [RERE 2 1(02)
(LEEE] 7 [0 [RRH Lo
I 3 [(03)| [RRHEE Lo
B 4 [com| R 2102
PR 1|00
BEPR 80 |(7.5)
TSR 5 1(0.5)
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VI. ®2t (FRALOXES) ICET5ER

AIVEF O FEE FEELIIEL (%) BIVEH o FiE FEHLBIHK (%)
(£ERRUVIEES] 15 |(14)| (R, BERUFEETHAOHEY 4 |04
7 5 EESE 3 ((03) (BERURY—TEL) ] '

EEOND A 1[(o.ny| | MERAE 1 [(0.D)
SMRIEZ 5 FEAE 1|cony| |EHE 2 (02
FEAEL I % 2 |(02)| [IMESEAY 1 [(0.1)
TEHERY —7 1 [con| |[ERERIRE] 155 [(14.6)
ZMALHLE 2 [(02)| |TATGXAET I MTUAT=T—BHIN | 2 ((02)
FINATN 3 0(03)| |77= T MTURAT=T—ERIN| 2 ((02)
ARIE75 Hif 10| |MRELEF 1 [(0.0)
R4 1 [(o.n| |iMEESH 1 |(0.1)
(FrfEE] 2 [(02)] |MHTAHYBRT 72 —LHIN 1 [(0.1)
Rer 1 [con| [MhA Y A 3 1(03)
AHRSE 1 [c0.1) M7 L7 F R AR F—EH 1 [(0.1)
[(RBRUEEEE] 46 [(4.3)| |MHT RSN 117 {(11.0)
B3y BERZ 1 [cop| | EY AR 31(03)
e 1 [o.qy| |MLrhELERSE N 1 |(0.1)
i 2 [(02)| |MTIREHN 1[0
= R L 1 [(0.1)| |AFmRERESE M 1 [(0.0)
BRI 1 {01 I HREREHE N 1 {(0.1)
ZAEE 1 |(0.1) B R A 1 (0.1
ik 2 [(02)| |FISZARRE SIS 1 [(0.0)
I b e 38 [(3.6)| |HEED 6 |(0.6)
(M5 HpEE] 3 (03| |RFTTI B 1 [(0.1)
prespee T o | R bt 17 |(L6)
FRR A 1 [(0.1) R g7 ru7 ) N 6 |(0.6)
[ LS ME LR I 2 1|(oy| |[RAERMBREEE Lo
(SR UK FRASEE] 16 |(15)| |RriaEEiE Lo
<9 1 o SR ifn B 2 1(02)
25 g 2 [(02) R PR 2 1(02)
K SRS 1 [coy| [RIEEM 16 (1.5
Se AR Rz R 1o Mt R U T BRRATF REN 1 [(0.1)
s 1 o ER=in s 1 [(0.1)
s 6 |(06)| |HHRA 1 [(0.1)
695 3 [(03) WEBERR AR e N 2 {(0.2)
BRI 1o GRFRIF)
Iz 1 [(0.1)

BIEM4 1%, ICH EBREHR M EESE H AZEMR (MedDRA/T  Ver.13.1) DIEERIKRSHE (SOC) M OKEAZE (PT) THEH
L7,
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AEE R R EERARKIREE
BIER ORBEIE X, MR, BMI K OMERIIFIC L0 KX 78 WIEERD v - 7e, Fnsl
O EIEFZBEIA XML 10mg #ED 65 IEATH T 65 il XV Eo7ohd, ZOMoORE Tl
KEREBNIBD LR ST,

EiT—H BEIEOES (CSGO03JP+CSG004JP) fF H % 1£(CSG005JP)
55 7 7R 10mg 20mg 40mg 20mg 40mg
vy |2 3R7C81) 1268616 [25/81609) [5312343.1) [49/114(2.1) [116276(42.0)
LPE | 119 5.3) | 4/2020.0) | 15/41(36.6) |28/ 62(45.2) |23/ 61(37.7) | 62/142(43.7)
| <65 | 4420 9.5) [13/40(32.5) [31/86(36.0) |60/131(45.8) |49/121(40.5) |126/287(43.9)
T s i | o4 0.0) | 31806.7) | 93625.0) |21/ 54(38.9) |22/ s4@0.7) | 52/131(39.7)
g | S2Skem? | 128(3.6) | 8310258 [17/60283) |43/ 94(457) |40/ 88(45.5) | 9322341.7)
>25kg/m® | 3/28(10.7) | 8/27(29.6) |23/62(37.1) |38/ 91(41.8) |31/ 87(35.6) | 85/195(43.6)
s | <SR | 133(3.0) | 8/33(24.2) |19/59(32.2) |47/108(43.5) |28/ 76(36.8) | 69/169(40.8)
WM | =S4E | 3/23(13.0) | 8/25(32.0) |21/63(33.3) |34/ 77(44.2) |43/ 99(43.4) |109/249(43.8)

FE BB 20 H(%)

EHeERIE{E B RISEE (CSG003JP+ CSG004JP + CSG005JP+ CSGO06JUP #£5)
Al —PHe G221 2 BHEER O i Clix, BEDOK TICHEWVEIER ORBEFIG R Em< 25 2
CiE otz

58 7T R 10mg 20mg 40mg
H AR R R R R D 2/ 5(40.0) 0/ 3( 0.0) 7/ 23(30.4) 18/ 71(25.4)
B R ke R Y 1/37( 2.7) 11/38(28.9) 58/166(34.9) 155/364(42.6)
ERERE L R Y 1/14( 7.1) 5/17(29.4) 46/108(42.6) 93/209(44.5)

FEBLBIE 2 H1E0(%)
1)30mL/min/1.73m? = eGFR<60mL/min/1.73m?  2)60mL/min/1.73m? = eGFR<90mL/min/1.73m?
3)90mL/min/1.73m? < eGFR

AF#RERI B AR IR4EE (CSG003JP+CSGO04JP+CSGO05JP #fi &)
FILVEF DR BUEI & I IATHRRE R T 838 K OFHRE IR/ A8 TR E BIT@ O b e o7z,

BN Y 7R 10mg 20mg 40mg
iR el 0/ 8(0.0) 3/ 9(33.3) 16/ 44(36.4) 29/ 86(33.7)
JHFESBEIE & B 2 4/48(8.3) 13/49(26.5) 95/253(37.5) 230/517(44.5)

FEERGIE 25155 (%)
DAST>40IU/L/37°C X 1% ALT>451U/L/37°C  2)AST<40IU/L/37°C»>> ALT <45IU/L/37°C
) AFIOARENT 1 EHEIL 20mg THD (V3HEROCHE] OEBR),

9. BRBRERRICKRIFIZE

NERBRERRICRETIZE

ARFNOVERBEFIC L0 . ARFIRA P IXIRES M, Mg 1,5-AG (1,5-7 & Ra 27 /Ly h—/L)
A RT, JRBE, My 1,5-AG ORAERERIT, b= e —10sE L1372 57200 TH
BET5HZ L,

(fif )
ARENOIBEHIC L 0 RPNV a—2An3gitan s Z &, £7=, 1§ 1,5-AG 2MEfE & 72 5 A]
REMENDH D Z EMHRE LT,

10. BEES
BRE S TR,

67



VI. ®2t (FRALOXES) ICET5ER

1. BAELOIE

14EHELDIE
141 ERIZMFEFDIE

PTP WD IANT PTP v — "Dl H L CTIRAT 2 L 2 HEE S5 Z &, PTP v — M OAK
2R D BOWEATR N EE R L, IR 2 L ORI S o REE A IHES
T HZENH 5D,

(figan)
H AR AEAS SO EH LAY HIE, B3GEREE 240 5 (1996 43 A 27 BHf) (2S5
RELT,

12. TOMDEE

(1) ERERERICE D CER
RIE S TR,

(2) FERRIREAERIZE D < 1HI
RIE S TR,
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X. JFERPREAERICEIY HIRE

X. JERRAREBRICEAS STHE

1. ZEIEHER

(1) ZEMNEIBAER
(VISR B A THE ] OESMH

(2) REMEEHER Y

. Ehitd
BRI y i iz
A (b BHHIE0) B R
FPAR AR SR R E T SD 7 v |k rRZY TuY 10mg/kg LA F = HERRIEM
(Trwin 287%) (. 6) 10, 80, 640mg/kg 640mg/kg : MBS T CRIRAR T,
(HER O #5) RIS PAZE. FaeEfLlEITE,
LR EIN AR =7 SD 7 > b rRZY TuY REORH, 1 [RIHRR R OMr H
(BH T VFRET T 7 0 —1E)  |(BE. 8) 10, 80, 640mg/kg DR L
(R O 5
D R RF TR A= AP |hRT7YVT7avr i £ O FAE ECG. RIR~ DR
(F LA RMU—K) (., 4) 10, 30, 100mg/kg 7L
(HERE O 5)
hERG B Hitic K IE 52 hERG &5 A I =R 1C20 : 554umol/L
(F—=ntnr{yF 27 F 7% [HEK293 M (10, 30, 100, 300, 1,000umol/L
VR VR ((RE) - VR VEBE ()
100, 300, 1,000pmol/L 1,000umol/L % T/ L
THOKERLIE (RE) o | TRoKER bR ()
30, 100, 300, 1,000umol/L |1,000umol/L T 8.7%##I

(3) Z Dt FEEHER

1) bR 2SO ORBEMO SGLT1 R U SGLT2 [HEEME

t b SGLTI Ut b SGLT2 #Z 58l L7- CHO fifaz i T, EE Th 5 methyl-a-D-
glucopyranoside DLV AL ZFRIEIC, bR 7Y 7o o O SGLT1 } O SGLT2 (%9 5 H.
EVEMEZ I L=y FARZ U 7rY Ok k SGLTI KN SGLT2 1oxtd 5 ICs fHI%., FHLEi
13pmol/L K& TX 0.0039umol/L ThH -7, ~"EZ7 UV 7arofRE»WOE b SGLT2 BHEIEMEIL, B
IKFBIR, — KBRS FR 7 ) 7 a P LIRIERSETH Y, 7 b AR, THokgbik— e~ —1,
THOKB AT E~—2 TIX RV 7 ATk LT 13~1/4 BRE L55< . AR CERRT b
A7V 7alrd 1700 E5hot-, FARZ U 7alrofREmO e ~ SGLT1 RETEMEIX. Bk
FIRD ICso i AR Z ) 7P D051 fETRAZ Y 7a o L 000 —Hokigbik <
X hARZ U 7a oy LIRS, 7 R, kB kAo e~ —1, KB bR ~—2 T
ERFRT Y 7a Akt LTIB~VARRE L5  AINVRVBETIERAR 7Y 7ry I 115
Kl L FI o T2,

2) PRI ITADURURBMDEEZE/E. 1A VFvRILRY S VD RR—2 —#EEFEN
NRZU 7a s O (VR R, —foKBR bR, ok bk e~ —1 RO Hk
KBALA T E~—2) OFFEZRIK, 41 F T X XNV KRE T U AR—Z =Tk D in viro TD
WEOREAIME L, TR, MR 7P ROREWIT. AU 7aY ok b SGLT2
W% 5 Ki fEIZ i LT 3,000 f5 2L EEWREToH 5 10umol/L Tl KR HIK, A 4 F ¥ 1
RN TV AR—=—IZx LTI EAEREE Ly, UIPWREERE LA S o lz, T2
2L, KB b=~ —2 OZH, 10umol/L DIRFE T o ZRRICHES T D ARtk (FiAPRLER
64%) MIRME I T,
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X. JFEREREERICEEY HIHE

2. HHHER
(1) HEK5HEEHR

B FE BhgE | &5 (mgke) %5 WIS D ESER (mg/kg)
SD F v |k o 1,000, 2,000 WEESS 5 BI/RE 1,000

(2) REHRSSEMHER

511/ whH & " TR B
DU poge | (mgkgR) e (mg/kg/I1)
ICR = 7 % 3ﬁﬂ 20, 80. 320. 640° MERES 10 1]/ 20
&N
1% H 10. 40. 160, ‘
B ®n 640/480 MERESS 10 {51/ 40
SD 7 v k 6 1 1
P 5. 40, 320 MERER 12 51/ 5
1% )] 30. 100, 300 HiERER 3 f5il/RE 100
&N
_ . 35 H . WERESS- 5 51/ FH &R
NET AT gy | 30 1000 300200% 1y v 5 it i e I O 30
12 % A MERESS 5 B/ T BB
%0 100300 1001y e 4 4 FF et J O b R 30

a TRTOEYEHRG 43 BICHKR LI,
b U ORCE LT 5720, &5 7 BIC&ES &% 640mg/ke/ H H 5 480mg/ke/ H 12,
c DL AT 5720, #&5 31 HICH& 5 8% 300mg/ke/ H 2> 5 200mg/kg/ H IZI8 &,

KE#HG R CRO SN ERZ X, FhR7 U 7Y oEKBIERTH D IRFEPEIETE
EORZNHE D) TRV EOARRICL D2 bDEEZ DN, WTNOBEYREIZE N THE
& IR L < IZ = p VX —HREORRIC L D & BN A0 b, TR0
ZE S REHEINNH SOUTRD N BO iz, bR Z U 7 Y OEZFEN g T H D B
BWT, M7 7a P OFKBERICERT 2ZEEFIRIC K 2D IREOHANAE S lfias H & D
AN K ONRAME DIRIEN 2 B AL, 7 v MZBW T, BEE K OE OSE L5 M ORAE 1z
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