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3.1 f8RL
W5e4 71 TEASE 519 7 EAODSE
T A7) T F v BAUKEERE K3 Img
AR (FAY 7)) 7F e L T20mg) /
(1EH) B 7)) 70T v KAIW102mg
(#2717 & LTl00mg)
D-¥ Y= h—)b, & o gERr A, R E=
7R La—A, 7TV a—) G5 AL
TNVEEATTUNLNF R, TF VLT — X
A, eFORAU—A, TU[kY =), T VERER
YLy rya—), BIbF|F b wa, 7 U8MN)
Yoo ANV BEETERI TV, D-v = b=k,
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L. T2V ITUTF O RICKRBIEKNY RO HF T ) T
O2 2 KMYOBRAIC L B EEI B EHEE N 258ICR 2.

5. $hEE IR R ICBIET 2 E

5.1 AH % 2BIFEIRIEIR DO —EPEE L LT nwZ &,

52 HHIE LT, BEIZT A0 7 7 F v RAUKERIE KIS (7
A7) TF e LTIH20mg) RO F 7)) 70T VIR
Y (179 7my e LCIHL00mg) %P LIKEED 258
LTWaHa. H250IET 400 7 7F v BAUKFERIE AT
W (A7) 7F e LTIH20mg) XidH+ 7)) 70y
KA () 7uYy & LTIH100mg) OHFNAEIC
LV RIRAT A1, ERERET A2 L.

5.3 ARFNI2BIHERR I & W SN BH I L TORHERT L2 Lo

5.4 LR RER E B SULEN th O KA EEH TRAAF O
HRESTH AL AT 7)) 70T KPR RS HIETE %
Wiz, 5 Lawa &, [87, 921, 1661 ]

5.5 HEFEERERELE CRAKOEE T TH LA S 7)) 7
0 YR DI RED+ 3D N W REMED S B D TH
oS A mEIHITT A 2 Lo [87. 922, 1661 2]

5.6 AHFG- BT, KA OELGAT ) 7Y TF 2 BAK

FISEARR RO A7) 782 IR O FHEF O L

DB TH B EEIHIT 52 &,

AH OB L 52> U OBERINIGEIR DR TDH 2 LFHRE,

EERL 2 T IAT 2729 A THIRDPA T L EICRYZ

EdbZ L,

5.7

6. RiERUVHE
WL RANZIALENEE (FAY 7Y TF 2/ hF ) oaY
> & LT20mg/100mg) % FERSUIP &R RS 5.
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8.1 AHIDMHIZ &7z o TIE, BHE I LARIMBEAE IR K O € DX
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82 KHIOERM S TH DA F 7)) 70y v OFRIEHIZEY %
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B R R FURESFHERS) 1ICBV»Tid Bk
PRI b7 2 B—= U AL ERERE S AR, BiiZE %
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DOFIENERT L FBELGEIE#B 2 LiEs ro L e b
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&G DFER B N ZF DRI FEIZOWTEEICHIT 22 &,
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8.4 AHIPLG- WL, MBEZ EMIMIZHAE L. SEHOEZ D,
%30 A5 L CHMEIR 5 LA 1Mo T~
DEHEEZET L L,

8.5 AH L MOMEFRIHFE DT IZ BT B A MEIIMET STV v,

8.6 AHIDERE ST THHT 4 7 FF v & GLP-1ZHEREH)
ATV TN GLP- 1B A& i LB TEH A L CTWw»
Bo MiH % GEH L7 BRREBRR L 7 < B IE R O e
IR STV,

87 KHOHEME S THAHF ) 70y 52X, ik
2 VTF =D EAIZeCFROE TR HNDL 2 E0d 5D
T, B EHMICRAET S 2 b, BREREEEICBL
TR A 51 B2 L, #kBE0IZeGFRAM5mL,/min/1.73m?
K AT L& E 5 oh k254 2 Lo [64. 55,
921, 922 M)

88 KHOHMBE S TH AN F ) 70y OIERETTH IR
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VB U TR MET 5 2 EBZEx +51217) 2 &,
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T AR RE R A UL RIE AR AR 4
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LRWOTHEET LI L,

13. BEHRE

13.1 &

1311 7xUTUTF>
KEEAEEETIR., MEENICL>oTTA) 7Y TF
1335w D15.6% D I N2 OHERDH S, (1661 =
]

1312 A+Jvzay>
KB A EEE TIE, AR OBITIC > ThF 7y 7ay
VREBEAEBEEN oL OHERDH L, [1661 =
]

14. BRHEOEE
14.1 FEFIZ(FEFOZEE
(B HE)

1411 PTPREOHEHIIPTPY — bSO Y L TIRHT A L9
8552 L, PTPY — FORBRIRICE D . WWSiATSE
EHIEARIA L, EIC3mild B L CHEBA RSO EE
BEPHERHRET A LN D D,

(OD#®)

1412 AANIHFO LI1Zo THERZEME S D L ET 5720,
K L CIRATEETH B0 T72. KTIRATAHZELTES,

1413 AANTE-FEFOIRFETIE, K LTIRHASEZ2WZ &,

15. ZODEE
15.1 ERER{ER ICE D < &3k
WA CAT I - DIE R EOBRAEIEEm Y A7 2T
L IMUBET > b a— U B 7 2RISR BB A b S & L 72K
BEER BRI BV, RAOEMK S TH LS 7Y 70y
& LT10031d300mg % 1 H1#% S S h-EE Tk, 7o+t
REZGSNZBEBELD S, THROMORIEE S FEICH
Motz NF—=FIb 197, OSWIEMEX H1.41-275) & Dtk
W HY,
KRBT 5527 70T v DK EI1X100mg/
HTH b,
15.2 FEERPREER (ICE D 155k
1521 B =7 A WV ER V727 20 7 7T F » O [ KAZRE
B5HMREBRIC BV T, Tome/ke/ HikG5 TR, WK OH
SRR - ik - BB O L RO 5z,
DL EDAUCoanE, 1H40mg#Z b MG L2k &0k
A5F5IZE L Tz BB, FERROFMERT L. o BT
(Fv b, R ARTHE) KO b CTEEE SNTHRVY,
1522 M5 v N ARz F 7)) 709 ¥ OBER ARG A
FEVESER (10, 30/ 0°100me/kg/H) 2BV T, 10mg/kg/
HEPLE o cREICEMIE. 100mg/kg/ H O CRIE
V2 T G N e OV i 2 BRI 5 R 055 0D 56 £ LS D A T 0 32
HoNTz, Ty MIHF ) 7Y 10me/ke/H () X
13100mg/kg/H (M) % RAEMOKEG L7z 2OBEHER
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16. M ENHE

16.1 MAiRE

16.1.1 2 HIEFE MR

(1) AFUT7EEE (EEfk) C8A Rk tARS

EFER AR IS, -0 TEAASE CFMEE) T HH]
CEadse) PRHCEBRICIRG L-L 20T 2) 7Y 75
YERF ) TaT DM EER T O Eh g <
TA=ZIEUTOLEBY) ThHodz, HF (FHe) (o5
TAH0F) TERARE (i) oAUCkMk U Cmax?d k)
BAEOT IO ZEDIWBEFXE L, Wi idblog (0.80)
~log (1.25) O#PHNTH V. AW FEED MR S

nzz?,
(ng/mL)
400 A
i
P —o-hF U TEER (B
“; 300 wFRUTUTF (EER) (20me) +
X HFTIT7RT Y (EiEdR) (100me)

32 40 56 64

48 72
BERE (h)
(ng/mL)
1400
o 1200 o hFUTEAR (AR
1000 - FxYUTVTF (EESR) 20mg) +
jz HFTUTAT L (EEE) (100me)
4 800
]
7 600
o
; 400
b
E 200
0 T T T T T 7 7 O
0 8 16 24 32 40 48 56 64 72
B (h)
CPE+ R, n=24)
Cmax AUCo-72n tmax t1/2
(ng/mL) | (ng - h/mL) (h) (h)
TANTNTF
H ) TEEE 2686 2002.9 1.00 215
(M) (104.4) (303.2) (0.50-5.00) (4.7)
AR 231.2 19216 1.00 229
e ) (66.45) (285.6) (0.50-5.00) (5.7)
Hrr)Tudy
H ) T A 1158 7833 175 1342
§25E) (249.8) (1389) (1.00-12.00) | (341)
HLF B 1115 7633 2.00 1383
(i) (286.0) (1616) (1.00-5.00) (3.74)

n=24. PGl (EHEFZE) . tmaxidhdefl OR/ME-f )
(2) hF+ VU T7EEODIREH T TEEE (@)
TR AT A1) THAODEE (K7 L CHRA R T
ARTHH) Xids ) 7ERASE (Filge) % Z2fERcix
Bl &oraryrFrehFry7uy roll
e HERS T OSEM BN BN T A —F I T LB ) T
Hotze A7) TEAE @) ST EH50) TH
A O0DEED AUCoz2n S ' Cmax O #F Ffiti O 3548 D 7 D 90%
FBIHEXEIZ, wIFndlog (0.80) ~log (1.25) D#iFAN
Th Y, WEF AW FEEEDSHER S Y,



- k% UTHRA (EidfE : KTRA) (ng/mL)

1400 7

(ng/mL)

300 7 m

7 2% e #F YU PEAODE

il =0
3% 250 1 —e-H7F ) 7ERA0DE j; 10001 [ ~o-HF U TEEE (EiEk)
i o HFUTEAR (H:ER) A
7 200 4 800 1
; ;
5 150 7 600 1
7 o |
70 v 4001 [
9,_ 100 1 j/
: W= 200 1
& 0

B (h)
() CPfE+E MR, n=23)
Cmax AUCo.72h tmax t1/2
(ng/mL) (ng/mL) | (ng - h/mL) (h) (h)
FARN T TF
M0 | 2159 16138 1.00 239
g 1200 S B FEAODE: - - . -
x e~ 57U 7EAODE FUTEEODE | (o5 15) (2680) | (050300) | (70)
4 1000 ~o-HF U TEAERE (EEE) 719 T A 2278 17302 1.00 233
7 a0 ] (i) (5546) | (3517) | (050-300) | (60)
Y AFT)TaT s
7 600 1 1105 7314 2.00 12.63
7191 7 4OD§E
5w TUTREODSE | ) (985) | (100500) | (302
e RN 1149 7409 2,00 1234
W® 200 1 &REED) (271.3) (988) (1.00-5.00) (2.20)
B B n=23. P (FEH#ERE) . tmaxidFRME R/ ME-AE)
024 & 12 24 A B 16.2 TRIR
B (h) 16.2.1 REDOHE
o - PN T Je G B
(PR S . n=77) 1@’%’&/\% (N ‘( H ) TR AR (FEee) & 22fER g
c , HHI051% (kS SRS L2 L 2 035EyH)
max AUCo-72n tmax t1/2 . N »
(ng/mL) (ng . h/mL) (h) (h) ﬁ;,‘?/\ T A= j:J/J\ %) (l: jb V) ‘(j) o) f:_ o
FRY T TSI Cmax AUCo0.72n tmax
.| 1950 16287 150 215 (ng/mL) (ng - h/mL) (h)
R £0D$i ———
FUTREODE | 97 (2065 | (050300 | (51 FARNT) T
A TR b 1989 16782 1.00 211 B 2293 196838 1.00
(i g (52.34) (2084) | (050800) | (45) - (65.00) (4256) (0.50-2.00)
HFrY)TaY i 169.1 18235 2.00
R 7784 2,00 1170 ] (3252) (4154) (150-3.00)
(257.3) (1361) (1.00-5.00) | (257) hFrV7aT
RN 1094 7808 300 1153 —_— 7572 5873 300
W) (254.0) (1437) (1.00-502) | (213) - (1682) (1204) (150-5.00)
n=77, Pl (B . tmaxidh s (f/IME-HRAdE) i 52 6088 200
- X CHIRA _ _— (186.6) (1212) (1.50-5.00)
(ng/mD) n=13, M (BEHERE) . tmaxidiis (R/ME-RARE)
300 1 16.3 9
TAY ) TF o MUEEARAFEIZTT6~822%TH -
250 |1 -o-H7 U PERAODSE

724 (in vitro)e #F 27V 70T O MIEEAEEERITH
98% T& - 729 (in vitro) o
16.4 143
1641 7 VTV TF>
(1) fEER A BN 661) 1, [MC] BT+ 7)) 7 F
v 20mg % BRI S Lz & &, mEgh iR bk, &
OREML. M2, M3, M4&0M57b\u,u.&>%ﬂto ERAN
B G172 M £ T o b g RR IR E > S FR L 72
AUCo=lZXf T A7) 7Y 75, ML, M2, M3, M4

B (h) K OMSDAUCh-DEIEIZZNZENTL1%. 147%. 1.3%.
1.3%. 0.3% M U1.1%TdH - 729,

(2 AU TFFrORFNIEFIZCYPIA4 K T T ¥~
GHEE) XX F—¥ (FMOLKUOFMO3) H 5 L7z,
¥ 72, CYP2D6. CYP3A4K% OFMOIZA L CHFVFLENE
%R L7220 (ICsofi : 489.4, 197.5K UM467.2 umol/L) .
CYP1A2. CYP2A6. CYP2B6. CYP2C8. CYP2C8/9.
CYP2C19} O°"CYP2ELICH L CRHLEMEM 278 & 37,
CYPIA2K, O'CYP3A4% FFHE L 2 2> 727 (in vitro) o [10.
ZE]

~O-AF ) TEETRE (L@

n
(=]
S

=)
S

R\ WAL S
g




1642 AF70) 7Y >

(1)

)

R (FHEIAL 661) (2, [MC] &k F 7y 7uy
»192mg % BREEOH G Lz e & #5-%2480 £ T
A ARG BB 1S &5 30 2 RZALIE I R o E 613
Ay TaYy (454~987%). 7 vz 0 v ERFaACH
WIM5 (19~296%) K UM7 (16.0~288%) K UHEILALH
PWM9 (242~370%) TH o729,

HFrY 7Y o7V rERAeREIIEEIR
UGT1A9K UNUGT2BA%S, MERALACHHZ 1231 CYP3A4KR
TCYP2D64 B85 L 7zo CYP2B6. CYP2C8. CYP2C9M

U'CYP3A4IZH L THIWBHEER 2R L7278 (ICsofH : 16,
75, 80/ U'27 pmol/L), CYP1A2, CYP2A6. CYP2C19.

CYP2D6 . OCYP2ELIZHK L CRHEMER 2R S e o 72,
F72. WFNOCYPH TR LT b BRRKAE A B
HA#zmr39, CYPIA2, CYP2B6. CYP3A4, CYP2C9}
UCYP2C19% #5385 | 72 2o 726 UGTIALK FUGT1AGIZXf
LTIV HEMER AR L7225 (ICxfE : 91 U0 1 mol/L)
UGT1A4, UGTIA9K O'UGT2B72xf L CHEMER %7~
o729 (in vitro)o [10. ZH]

16.5 Bttt
16.5.1 7V ITVTF>

(1)

)

@)

BRI, 742 7)) 790k LT20k 0M0mg % 225
BRICH ARG Lo & & (K66) . #E5=D21.0~
21%MRPIZRE LR E LCHRE SR, B2 TS5 v A
1237~39mL/h/kgTd - 7219,

RO (FHEN, 661) 12, [4C] #EikT 1) 7)) 7F
> 20mg% HEFEIH% G L7z & &, 552168 M £ T2
B 5 S RE D A5.4% DS RN . 46.5% D3 FE PR S A7z,
F 70, 5 %1208:0 F ToRG R8T 5 RELE,
M1, M2K& O'M30 REE R k1L, 2 2114.8%.,
17.7%. 14%. 19%Td ). RZELk. M1, M3, M4K
UM5D RAELE P ERERIE, 2 21261%. 4.0%. 1.6%.
0.3% K U1.3%Td - 729,

TRV TFVEPHERAEOEETH Y . FHHE
B (99 u mol/LT425% 1) ZpR LW, F72. A
ToA Y b T AKE—F —0AT3IA L THVHEEH
%3 L7z (ICsff : 99.2 umol/L) 75, OATLN U H A
FA YT AR—F —OCT2 4 L CHEEH 2 RS &
7257212 (in vitro) o [10. /8]

1652 AF7 7Y >

(1)

)

R (FHEL, 661) 12, [MC] Ei#kr 7y 7uy

¥192mg% BRI G- L7z & & $G- 2168 % T2,

B 5- SN BOHED32.5% A R HZ . 60.4% 33 i 2 B
ENTz. BHRASEM EF CORPICAF Y Tu Y ik
BHBNT, M5 (13.3%) KUMT7 (17.2%) A8 5
Joo F7o, BHIZIE, HF Y TEY Y (415%) . M7
(32%) K UMY (7.0%) SR 54728,

HF ) 7a Y FPHEENE . LA R A 2
(MRP2) K URAMAMEHEAE (BCRP) OEETHY
DM 2 F1- e OV i P B A 2 1 B 20 2 L T B
i (ICsofifi : 19.3 umol/LJ U215 umol/L) %R L 721
(in vitro)o [10. ZH]

16.6 HENE=REHJ 8%
16.6.1 BHEEREE

(1)

FRUTUTF

EiREm S (3261) (2. 7oAV ) T & LC20mg
FHAREORS Lz &, 7420 7)) 7F OCmax L
tr2ld B AR E ORI U 22 B B bId o S5k
nolzs

—77v AUCow 3R A (Cer>80mL/min., 8%) & It

LT, BEBEERES (50=Cer=80mL/min. 8f1).

PR ES (30=Cer<50mL/min. 8%1) KU
FERRRBERE 2% (Cer<30mL/min. 8f) TZN LK
1.2505, #1.68F K URI14915TH D) . KIE A &EE 8
B OAUCkanld R A (861) &Il T, 11665

(2

Thotze T2, MMWENIZL>TT A7) TF UL
BHEO156%0FE sz EAOT—%), [131.1
Z ]

hrsuzadr

- BWEERE 2 D 28RN B E

PR R AR (30=eGFR<50mL/min/1.73m?) % ¥
) 2BUBE PRy B (1261) 12, hF Y Ty e LT
100mgx & O#%G Lz &, #F 7)) 70000
AUCo-oo | X B HEREIE 7 270 BE IR E (eGFR=80mL/
min/1.73m2, 12%) &KL TH26% 15 L7z. F 72,
ERERBIE R X O SRR R R R T 2 1 O 2T R R 12
BT 4512240 M £ TORBIR T 7 )L 2 — PR O
N=2F A4 76O b CFgE [95%EHIXE]) *
86.592g [75.612-97.572] 1 1%61.017g [49.362-72.671] T
Ho7219, [65, 922 BE]

- BREEREE

(1)

(2

BrkRelEEE (376)) 12, Ay 7uYrELT
200mgZ B OHG Lze &, BEBKEREH
(eGFR 60~89mL/min/1.73m?. 1061). & e ikae
#=# (eGFR 30~59mL/min/1.73m?. 9B) K O B
HEREEH (eGFR 15~29mL/min/1.73m? 1061) o7+
778 YrOCmaxld IEF EHiEH (eGFR=90mL/
min/1.73m?, 361) LHEL T, 2h2nif27%. #99%%
UH10% T L72e E72. AUCoe ZIE R BHERRH & Hi
LT, ZNZIf15%. #9129% K% UF953% =202 720 KM
EAR&EE (8F) Tk, ABMOBITICE > ThHF 7
Ty I AERES N o7z [64, 55, 921,
1312 2]

F7o, IR SRR, PAREE L OV R R R
TNZBU 251224 KM £ TO BB 7 )L o — AP
BON=AF A 250k e GREE A FHME) 13,
5304, 3832, 1711K UM427gTH o721 (FHEANDT—%),

16.6.2 fTkEERE S &

FRUTUTF>

FrEfemES (1661) 12, 74 7Y 7~ & L T20mg
FHEREOKG Lz &, 740 7)) 7F » OCmaxid fi
HERCA (8%1) XMk LT, BEFHEGEREH (Child-
Pugh/M ¥ CHRI A T 75~6) (8f) K USH & ITHfERE
£ (Child-Pugh/MH THFFA I 77~9) (8fl) TEM
IR OFIL3METH D . AUCo-ld F N2k
LA6H5 S UFILE9 T - 7210 JrEADT— %) & B,
IR RS 5% (Child-PughZ B CAEF A2 798) T
DEFFRRERIZIT O T2\, [9.31 2]
hFrsvuzaTr
FHfeEEE (1661) 2, #F 7Y 70V & LT
300mg% HEEOHES Lz b &, BEFREiEREESE
(Child-Pugh i THFF A 3 75~6) (8f1) K ORI
PEfERE &% (Child-Pugh AT AT 77~9) (8f1)
DHFZY) 7Yy OCmaxZIEHIFHEES (861) L1
BLT, 2NEIHT%D EA EFI4%DIRT AR89 bz,
F 7o, AUCh=lZIEFIFHERES (761) &L T, Zh
ZIHI10% K OFIL1% o 72170 (BEAD F— %), 7
B, EENFEEEEY (Child-Pugh/ AR A 379
#B) TORKRBIIITbR TV, [931 2]]

16.6.3 S E ICH (T 5EYERE
(1) FxYITVTF>

T2 mln s (65 LA ET75R LT, 1261) & IEming
(4515 DL 65 A . 1261) 120 TAU Y FFrELT
20mg 7% ZEfE R A 35 L 72 & & Cmax. AUCow
T Ot 2D IEF G VR 3 5 Wil O AT e/ e
DIt (90%EHEXE) &, ZNE11.006 (0.871-1.163) .
1.090 (0.975-1.218) H% 1'1.054 (0911-1.219) TH Y. FiF
[l Ch o721 GrEADT— %),



(2 BFrvvuzasr
2TIPEIREZE 2R R L LR ER 2. SikE
(655Dl by T1~7301) & IEEinE (65 A, 217~225
Bl ICBWTHEME LMER S F 7)) 70 ) g
D7 7ER OB 123 %O AUCanmx L L 720 €0
R mEEO NI 7IREOFIEHEITIESRE LD O
10~30% =\ W ME % 7R~ L7219,

16.7 EWHEE(ER
1671 7V T UTF L OEYEREICRIFTH

1) FraFJy—u

# TR T TF L OEY BRI KT G SE 0 0 (hhE
ANDF—%)
a0y TN T T T OFEYEFENT A — 5
e | DEFIEE o BATFIGE O (90%EHEIX )
B F o | VTTFT . N
L B/
" Cmax AUCoos
rrarl 20 137 149
g me | <me (1.25150) (1.39-1.60)
(2) ZDfhnEEH
Vil 40 vl s BVAVE IR < /40 IE AV AV /AR I S ) |

FE FOA MRV Vid, WINPT LS

BRIFBERD SN ahot: GHEADT— ),

E) AFTN IOV KX TYS Sy F) ALY R
EHARADF =%

1672 AF TV 70T 0 OEYEREICRIFTHE

M uzrrED>

£ AFT7V7uYrOEMEEITTTIHEOEED (SHE

ANo7—=%) [102 ZH]

sy | ATV TR Y ORMWENT A~y
b LIIES Suvy AT DL (909% 15 TEIX )
F g PR /Bl
Cmax AUCo-
V7T 600mg | 300mg 072 049
S22 (0.61-0.84) (0.44-054)

(2) ZDfhDZEH
TANTY)TF B A MNRVI Y, YIHARY) U,
TUNAY R, ROEEE (2 F =V AT T4
BOLARI VA NLIL) RO'e FazoaF 7Y Fid,
WINPT GIC L S R BT RO SN b o
7220 (FHEADT— %),
) FAN ) TFUGEARADTF— 5

16.7.3 GHRAEOEMBERICRIFTHF ) 70V > OHE

£ PFHEOFEWERIIRIZT A S 70 700 v OgE

) yaxr
(4hE
Ao7—25) [102 2]

B g BERE DI BE ST A —
e | PO (D000 HITTIEDL (0% SR M)
T o i B/
- Cmax AUCo-24h
BEE 1.36 120
v 025mg | 300mg (121-153) (112128)

(2) ZDfhDZEH

TARVT)TF W YR T IF (F)TY ),
A MRV Y, BOMEE (LF=ZVIZA T T4 -
FOLKRIVFAILIL), b FazoaFr7rIYF, ¥
WNAZF U, TEINTI 272 HOTNT 7))
YA, TR LIS I L 2 AR EEIERED S
Nho7220 HEADT—5),

E) 7R T F VR HARADT 5

KRN DOHERES T DA+ 27) 70T v DGR H1X100mg/

HTo %,

17. BRPREHR
171 BHHROREMICEEY 558
1711 ERENEHR (T2 U JTYUTF > EREREMHER)

AR E N OCETFEIINZ T+ 7)) 7a D v BARGRE
TULHE 2 > b 0 — VA5 2 2B R L (15461) %
MEIZ, TAN T TF L ET TR 2 1H e 248 %

G L7 #RIGREDEBY TH- 720
AR B\ TR O RIERIXERO e b o 722,
FK TAVT)TF LREBEEIRER (248KE) O E

71371789 »100mg #4271 783 »100mg
+7 7R +7 4 7)) TF 2 20mg
e |EGHASS| L [BGRAS| T T RED
I e | P | o x
809=0.85 7.98+0.80 094=0.11%
HbAlc (%) 0.00=0.08 094=008
(n=77) (n=77) [1.16, 0.72]
ERERIE |151.0%25.0 lo0sog |1485=212) (.| 166= 39%
(mg/dL) (n=76) o (n=77) T | [233,-79]
HHAMHR
2326+ 456 2322+447 376+62#
QM L 23+45 353+43
o (n=65) (n=73) [499, -25.2]
(mg/dL)
G FE R ERE, BSTMrLOEE R YT I RED

TR AT = AR
#p<0001. [ 1 1 &W95% 1S HEX [
HbAlc : NGSPf&
1712 ERENHERR (-5 707 0 LRERITEVRER)
BEFBEE R OESEEIMZ TT A 7)) 7 F v BENEE
TIHE T >~ b\ — VA5 7 2B IR R B (13861) &
M2, AF ) 7Y LTI RE 1H 1248 %
G L7:0 fRIIREOEBY TH o 72,
AGRER|Z B TIRIILE O BIE R LR H it Ze 20 o 7228 2
£ AFr) 7uTr FREEINRE (248K) DR

F3U 7Y 7F > 0mg F A 7 7F »20mg
+7 7R +#F71) 71T »100mg
L [EEwAn| .. [EEEAL| T EEED
B em | Y | o %
787+083 818090 088=0.14%
HbAle (%) 010=0.10 097%0.10
(n=68) (n=70) [-1.15, -0.60]
2R E | 167.0 =336 1739+ 306 388+ 497
39+35 319+34
(mg/dL) (n=67) (n=69) [-485, -29.2]
HHAMHR
247.1 +56.0 256.1 £ 456 509%7.1%
2 4 92+51 601%49
o (n=61) (n=67) (649, -369]
(mg/dL)
G FE E EERE, BTG rL ORI T I RED

7 IR E AT = R
#p<0001. [ 1 1EW95% 1S HEX [
HbAlc : NGSPf#
17.1.3 EIRE I AHR (REPKRSHBR)
AHERERORBFEIINAZTT A 7)) 7T v HHlE#R
TIHE T >~ b1 — VA5 7 2R IR R B (16361) %
M2, AFr)7ad el HIRG2EMB S Lz, 7%
V7)) 7 F 220mgt+H F 7)) 7a Y 100mghE G2 &
Y. HbAlc (NGSPME) 2T L52:EIICH 72> TEREL
Mz > bo— b7z, 52BRICBIT A& GHI2 5
®OHbAlc (NGSPMH) oz b (FIfi + ZHERZE) 13-0.99
£084%TdH - 720
TS D EIVE S E14131.3% (261/15361) T > 722,
(1111 &)

17.3 ZOft

17.3.1 DERICX T 2 HE
EER AT A 7)) 7F & L T40mg X id160mgx 1H1
[4H ., MEROHES Lz &0 75 v RAIEL72QTcl
(AN EAHIE L 72QTe) MRELORKTFHME (KT
Q0% EHA X 1] FBRfE) 1x. 40mgf D 5-# T $ 3K K ¢3.9
(7.6) msec. 160mg# D5 T #1581 <9.3 (13.0)
msecTd - 7220 HHEADT—%), [9.1.6 ]
KA DOHENES T DT ) 7)) TF v OARGEH L.
20mg/HTH Y., mAMHEIF4AO0mg/ HTH 5,




18. BNEEIR

18.1 {EAR

1811 7xUJTUTF>
T T URERTF R (GLP-1) X, AFICRE LTt
Bhoawsi, BlE»H0A4 2 A Y ERAEL, 7
Vh T awEElT s T, ARILEEEZRE LW
520, FANT)TF AL, VRTFINVRTF5—¥4
(DPP-4) {EMEDEIC X ) GLP-10 231 2 #0H] L . i
GLP-1D M E 2 NS5 2 &2 X ) MK T EH %
IS 5%,

1812 A+JUzno>
F YAV T — A% R2 (SGLT2) (E B Clfr
JRAECRB LML TBY., REREArBEINL TV

T — A KIS % M TR S & A B 2 fH > T 529,

A>T aY o E, SGLT2% E#IRNMICHEL., FiKTo
7N a— ADQFWIE W2 2 &y M SR
TAHINT—ARRNEE LCHRIE LS TR % 3853 %0
18.2 EIE/EH
18.2.1 M¥ERESE(EH
2FBE R IR € 7V Cd 5 Zucker Diabetic Fatty (ZDF) I v
M HWHEAGRBRICBNC, TR 7N TTF RO
F7)7uY y OEAEAES L. EnEhoFEfh L
i L ¢y A R I GLP- 102 B 2 e hn & &, A s -
D& R L7230,
1822 FxVJUTF>
(1) DPP-4BEE R A XU GLP-14 & MFI1E A
TAN ) TF ke bR DPPAE I & AR
[ L. ZDICsfEIX1.75nmol/L T - 7% (in vitro) o
TRV TFUET v SR OEERGLP-1 05 &
IR ARATRYIHNH] L 7228 (in vitro) o
< A VA VEPUE R T RERE SR 2 R TR E TV Ch
AZucker Fatty7 v M W fEAMRABRICBWT, 7
A7) T F I HEREGAC L) S E R GLP- 1 R
JONMSE R A > 20) VR AR S 7%,
< 2RIBERFEZ BV, 747 7T 220mgP1H]
[R5 13 1A% FP DPP-40EME % B Ly I i R GLP-1
IR AR S 7230,
M¥ERE S E1EA
A ¥ A AR K OV HE RE SR 2 R TR E TV T
%Zucker FattyZ v b & W -fEEMmRBICBWT, T
AT TF FEEF G KD IR S L2,
2RBERFEE BT, 74U 7)) 7F 20mgD1H1
FF 513, SR, BN Y A& MUEE OV 2B IR HUpE
e L7230,
1823 AF+J 7o >
(1) SGLT2BEEER
A7) 7aY i PSGLT2% #IRAY 12
(ICsofii © 4.2nmol/L) 32 (in vitro)
EVEERIBEEER
ZDFZ v MZBWT, #5270 7uP vIZHREREO#HS
12 &0 BRI g ) B R 0ROV O — Ak
MO Z R L7232, 2B RIEEFE A F 7)) 7aY
> & LT100mg%x I 45 L7z & & BOpEFr I sH
SR R R ORRA 7 OV 2 — 2k ORIIASED 61723,
MEHERILIE GRERE Vv a— 25 8E &R 7L
I — APRIE O ) OBRE SRS A HESER
ERBSEER
ZDFZ v MZBWT, #5727 70 P vIZHREREO#HS
W& AR ER 2 7R L7232,
FETNIZBNT, AF 70 787 Z4E R AR %
A2k, HbAICK NEH AR L7z, MEHRGHZORD
FEEM R CI. MAEE E 5 OIHIAFED 57z,
2RME RSB H F 7)) 7a P & LT100mgx 1 H 1R
24 M SRR P G- L7z & &, HbALeOE T ROV
AE DA S 723,

2

-~

R

2

-~

=

@

19. BRI I B I{LFRIFR
191 XU TUTF>

—fg% T A7) T T v RAUKERRI K
(Teneligliptin Hydrobromide Hydrate)
1(25.45)-4-[4-(3-Methyl-1-phenyl-1 H-pyrazol-5-yl)
piperazin-1-yl]pyrrolidin-2-yl}(1,3-thiazolidin-3-yl1)

¥4

methanone hemipentahydrobromide hydrate
Ca2HsoN6OS - 2 1/2HBr - y H20

62886 (HEAKH)

HEDHKTH L. KIZHEITR T AY =i
RRVEITRT . Y = (99.5) IZRREITIC
vy,

BEx

SFR
HFE
MR

i o
e

N—N

N
g

Z%HBr + x H20

g o f201T (R)
19.2 AUy
—f§® - A+ ) 7a Y kA (Canagliflozin Hydrate)
1t%4% : (19)-1,5-Anhydro-1-C-(3-{[5-(4-fluorophenyl)thiophen-2-
ylJmethyl-4-methylphenyl)-p-glucitol hemihydrate
CosHasFOsS - 1/2H20
453.52
A~ E GO ETH S,

ST
SFE
MR
i

H OH
B &= 10L7C
20. MV EDEE
(OD##)
PTPOE M #%IE. WREMIT RSS2 &,

22. ‘B
(hF U TERAR
100%¢ [108E (PTP) x10]
(#7F FEAODS)
1005 [105E (PTP) x10. ¥EEHIA D]

23. TEXHE

1) Neal B, et al. : N Engl J Med. 2017 : 377 (7) : 644-657

2) W7 7—~ (k) : EHEBRABMEEZ KRR & L2 HRIEE R
((ENER) (B F ) 7ERAHE 20174 7H3H AR
CTD2761)

3) W7 7 —~ (Bk) : EHER AT E /5 L L 720D K OV

SRR SR GENER) (79) TRAODS

202542 H17H7#ZR. CTD27.6.1)

Hil 77—~ (%) : 74270 TF Y OBREAFGEEIZHET 5K

i OGEPEER) (740 74820mg - 201246 H 29 H &R

CTD2644.2)

4

fg



5 Hil7 77—~ (B) : #F 7)) 70y v OBEHAGEICHET MK
B (PER) (FF 7V $E100mg - 201447 A4 HKER,
CTD2644.2)

6) Nakamaru Y, et al. : Xenobiotica. 2014 ; 44 (3) : 242-253

DHB77—< (%) : 7270 7F ORFBIBT 5 E
(FEPWEE) (74 7420mg : 20124E6 H 29 H &2,
CTD26456. 26471, 264.7.2)

QHB77—~< (%) 1 A+ 7y 70T DI ANT » ASE
(W EH) (FF 27 V$100mg : 201447 A4 HKFE
CTD276.11)

9 Wil77—~ (Bk) : #+27v7uy »oREICHET 5 HE
(W EH) (FF 27 V$100mg : 201447 A4 HKFE
CTD26455, 264.7.1)

10) Hil 77—~ (k) : 740 7)) 7TF 2 OBERANZ R E L
7-HAE G (RENEEL) (74 ) 7 $E20mg 1 20124E6 H 29
H#&#8., CTD276.3)

1) HiB 77—~ (%) 1 742U 7 7F  OPHERHICET 53t
BO(HENEERD) (74 7420mg - 2012486 H 29 H &R,
CTD264.7.3. 2.64.74)

12 HiB77—~ (Bk) 72V ) TF DTV AR—F =2
B9 2t (RENERD (54 7§20mg © 201246 H 29 H 7K
2, CTD264.75)

1B HE7 77—~ (BR) :HhF 7)) 700D NFVAE=F—|C
B9 s MET (REGEED (7 F 27 )V$E100mg © 2014457 A4 H K
2, CTD264.72)

14) Hil 77—~ (%) : 740 7)) 7F > OBHREEEE 2B
LI ERERAER (FEER) (5% 7$E20mg : 20124E6 29
H#&#8., CTD2769)

15) M7 7=~ (B) - #F 7)) 70y OFEERERICBLT
LI EIRERER (KGR (7 F 7 V$E100mg : 20144E7 A 4
H#Z8. CTD2.76.14)

16) Hil7 7 —< (BR) : 7420 7)) 7F v OIFHEEEEE 2B
LI ERERAER (FEER) (5 &) 7HE20mg : 20124E6 7 29
H7#38. CTD2.7.6.10)

17) M 77—~ (%) : A+ 27 70 Y v OJFEREREEE 2B
LI EIRERER (KGR (7 F 7 V$E100mg © 201447 A 4
H#38. CTD2.76.15)

18) W7 77—~ (Bk) : 742V 7)) TF VOEIEIZB 53
BRERER (HPER) (574 7$E20mge 1 20124E6 H 29 H &R,
CTD2768)

19) Hil7 7=~ (B) #3770y 0% THB TR
(W EH) (FF 27 )V$E100mg : 201447 A4 HKFE
CTD27641)

20) Nakamaru Y, et al. : Clin Ther. 2014 ; 36 (5) : 760-769

20) M7 7 —~ (%k) : #5270 780 Y v oRYH B KB
(W EH) (FF 27 )V$E100mg : 201447 A4 HKFE
CTD272232, 272251)

22) W7 7 —~ (Fk) @ 2RUBE SRR E 2 %P R & L 7o Meak 09 sk B
(1) (g R) () THEAASE 2017467 H3H K.
CTD2763)

23) Kadowaki T, et al. : Diabetes Obes Metab. 2017 ; 19 (6) : 874-
882

24) W7 7 —~ (k) : 2RUBE SRR E 2 7P R & L 7o Meik 09 sk B
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