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FREEITHLILGENEZEZONDTZH, RELT,

3. FERUHE
(1) FERUVHAZEDO#EHR
WHE, RN 1 E L8 (TF7VTFo /A MR UEEEE & LT 100mg/250mg X 1%
100mg/500mg) % 1 H 2 HFAA ([R5 5,
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(2) BERUVAZDOHRTERERE - B0
TF 7Y TTFORROREERIZIA2EITH Y . A MR CHEAOEEEHILL H2~3[E T
bHHZ b, FHADOPATBICAELE TIAH2MEIE Lz, £70, BARAERR AN B ML X5
SWENRE o OV RIS KIETARFDOEIC SOV THRFT L 72 56 TTAHERER (AM0003) 12380 T, AH
ERELEBOTF7 ) FFURORA RV CORYEREIIATICL D KE R EBLEZIT
RN EDURENZ E NG, EEREUIIA2MEEIS L3kE Lz, (VL1 ()&% - fFHHK
DFE| OHESBM) BARNERERRA BYEZ RIGUC, AHK| & KA & O YRR SR 21T
72 o T2 S MAEFRER (AM0002) D 5 J OARHIHD & AFILDOVE B iR OfER L v, 7 F 7 ) 7
FURORA AL CHAIGHE & AR K & DAY FRIRIEMEN R S vz, (VI 1. (2) ERREER
THER SN PRE ] DHSR)
A MR VRS 57 F 7Y 7T BINPEIC OW TRRET L 72 55 AR SR (AM1001)
M7 F 7V TF o Axt3 5 A hRv I BB MO W TRET L 72 88 THAH B
(AM1002) DFER I 0 | A FaR/L S 2250mg X 1E500mg, 1 H 2[E]§A#E 512 X 2 1R TR T4
PR PRI BB T D 7 7Y FF 2 100mg, 1H2EID EREHRE, K ONT T FF
100mg, 1 H 2[R 52 X D16 M TRURA 00 2 2B IR BB 162 A B AL X 2250mg
X1E500mg, 1H2[EIO FREEGOHEMEN RSN, o, AMI02OF5HR KV, 7F 27U
F2100mg & A R AR/L X 2 250mgD 1 H 2[BIGF T X B IR TRYRAS 43 72 2880 R I3 BB 1T k3
A RV 500mg, 1H2ESOEEOF N RISz, ( TV.5. (4)1) B IMHEMGERER ]
D)
UbEXY, AROHEROCHEIZOWTIE R, RACELELSE (7270 7F /A Rk
JU R R & L C100mg/250mg X 1% 100mg/500mg) %1 H2[EEAA IR 0¥ 545, | LREL
77

4. RERUVAEICEET HIE

1 RZERUVAEICEET 53R

HE FE OB BEEREE O & 5 B (eGFR30mL/min/1. 73m* LA | 60mL/min/1. 73m* Ai) Tix, A k

R OIMPEEN EF L, JBET Y R— ADORH Y 27 W@ 5 fetEnd 5720,

PUFOSICEET D Z & R IZ eGFR 28 30mL/min/1. 73m? LAk 45mL/min/1. 73m® A5l D FBEF 21X,

160 L OFMENfERRIEZ BE D LR SN D5 8ICOREETH 2 &, [8.2,9.2.2,11. 1. 1,

16.6.1 2]

c A MRV VB ZDEIVBG L, DIREZBE LN ORAICHEET SR E | HEICK
HE&ZFEHT 2 ENPRETH D720, REBEGENRT T 70 TF U ROA bV MR
D BANOPFRARLE L VY CH 2 0MEEICHBIT5 2 &,

cAFNCEENDT T TN TF U ROA MRS UHRBEOR, FTRITRT A MRV R
WA O 1 AfEmEbREO L LER L T, ARHOKRGEEZRO D Z L,

(28) PEEOBWRERED H 5 BFITRITH A ML I UEBIERAIO 1 A& 8o

H%
HEFRERATEIE & (eGFR) A MBIV VHERRIEE LT
(mL/min/1. 73m?) LH e 5o &
45 <eGFR< 60 1500mg
30=<eGFR< 45 750mg

k A MRV UHERREHEAIOKEAEIX 1 BE4 1 H 2~3 B0E&EETH DN, K& (7
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TV TF SRR R S L C 100mg/250mg X1 100mg/500mg) DOAAFEAEL 1
B 1842 1 H2mE¥FETHD,

s BEEL KYHENCEAE (eGFR %) ZMERR 4 2 CHEBEICHREZBIZR L, KE5OHEG
KOG BOFE 2 RET 52 &,

(FEwL)

A B AV I BRI SE D IRAT LT E SN T

BRIE LT,

A DORBEREREE D H 2 BEITIT, oA PRI VRIFIE OB ED, A FALI UE
et e LT 1 HiIxEE 5 &0 BL 2B 2 WEFH TOFHZ2Rad 5 2 &,
B, ARNTTEEEEDD OX MRV UERBRELE LTO 1 B&RS5EIT 1000mg TH Y. eGFR N

30mL/min/1. 73m* LL_b 45mL/min/1. 73m* R DO HBE 21T 5D A MR/ I UHEREO 1 BixE&E
mO B T50mg 2 5720, YhBE~KGTH5E61L. A MTTEREHELD (X hHLI v
Wle L LT 1 B 58 500mg) OFHAEZMET 52 &,

5. BRERALIE
(BEERT—2 /vy —

[EI N BB 5 A& R

R4 BT S *f 5 L
A NRNVIUEBIRCT 277 ) ST a8
A R AL ATHE \ e R
o 2 WIBEPRIE | INPEMERR SR (B 18 7o RxB &
TLHT7FHIVTTF AM1001 ) L o o
o 209 15 SRR AR, 24 W 55 2 - FEEREER,
ABINGEH .
HILFE 28 i)
TN TF T TV SF KT D A MR RS
2 B PR 73 s bl e . . e
XTBH A BRI AM1002 158 B MEFARER (777 &A% T E s AR it
NSIENIlGioze! B, 2438)
I HER O &EICB T A7 7 ) FF /A AL
LR R AM0002 $WJ I VIR OFL A A & BAIDER B O A
CUE &S SRR GEER. 2 17 0 24— —RR)
- N NS ,,‘ D z )0 S -“‘E‘ Hﬂ/\lig\/
—— 0003 fa R A | R O 5281 5 I EL T ﬁ£ﬁ¥@t@
12 45 FoORE) GEEMm. 2817 1 24— —RER)
HRMFE A TV TF S DP1005 QTUBERIE | A R L O EAERREICRBIT 53K
EH A KR 18 43 Ehe GEEM, 37 n A4 — — Bk, 3 H)
ENEERRBR—E (35&E)
R4 BT x5 B
TFITNTTF SUAI X 1% BG &l & Off B RIZ BT 5 E W 55K
2 BUHE PR 74 b e . . s
EAIEE L SU A% BG SK-0403-02 241 B B L H1: 77 2R R i ] ek B
HI0FH 12 F2W: IEEHRRR, 408)
WSMGRREBR—E (B8R
R4 HBRE S x5 A
T I T B SK-0403-2. 01US 2 HUBERRIE | 2 B RIR R E 1T D HBIERHER (FF AR
K [E 26 AR CKE, 1> F) 625 il S OVFESE o W MR M b B, 16 )
TF TN TF K ETYTF KT HIEL MR GBI 3R
CWP-DIANA-302 2 B R I5 . s .
CEAEEAIIRE (i) 18041 It —EH E B beEABR, 24 5 2 ).
ETN)FF L DR i FERFRER, 28 )
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(2) ERIRZEIREAER
1) M#E DPP-4 jE I3t 3 H1ER

2 FRUBE RS R E (38T B L HfE DPP—4 {EPEFAZE SR (DP1005) 2

BRSO R  EBRIE TR = > b a— USR5y 7 2 BB IR RS 18 5 & it
RLLT, 7F7V7F o 100mg # 1 H 2B GAYEER) . A FFR/LI 2 500mg 2 1 H
2| GRS RERD) . 3 AMEMOIOFAROKRES Lzt &, SIRBseT 3 A H) omiE
DPP—4 {EMERREZRILT F 7Y 7 F B G- o OVF R G- IZ 38UV T 80%FEEE TH D |
DPP—4 JEVEBLE 13 4% 5- 12 BRI 14 & CHERE L 72,

2)1 Y LFUIcT B1EH

D2 BURE R B (2R D MAEETERL GLP-1 B FHR/EM  (DP1005) 2
BRI SUT R FRE EBRE T =2 > ko — L3Ry 7 2 BUBEIR RS (HbAlc :
6. 9%LA = 10. B%A . 45 : 20 sk PA I 65 %A ) 18 il xf5 & LT, 727 U 7F 2 100mg
1 H2M GAYAEERD . A MR 500mg 2 1 H 2@ GAYAERD . 3 HEHM
NI OGS Lz, TofEE, &5 3 B B OHRRTOMEEHER GLP-1 X, Rk
P G-HTTIX 0. 957£0. 535pmol /L CRHAME HFHE(R ) | 727 ) 7 F B 5Tl
1.7620. 759pmol /L, A /L X > B G- CTld 1. 90+ 1. 21pmol /L, fEA £ 51 CTld 4. 11
+1.57pmol/L TH 0, RERILHRTE I L W T ho&R 5 CHLAERICER L (BRE
RN FE T N AT T - p<0.05) o F£7, PFHEGRHEIT 270 75 Bl
HRER A FARL S CHERE R E I L CREICE Do (REDRDEET L EHW
T2y BT HT - p<0.0001)
MAEVEPESR GLP-1 JR B2 AUCo-6n 13, RRUBREER 5-Ri1Cld 11. 442, 93pmol- h/L, 77V FF
H e 5.0 T3 24. 6£4. 5lpmol- h/L, A b A/ 3 o BB 5.0 T3 25. 6£9. 45 pmol- h/L,
OF A $% 5§ Tl 56. 520. 4 pmol- h/L Toh v | BRI Gai & ik L CHEIC EA- L (R
AR EET N2 N8O - p<0.001) . F7-. BHREGHEHIT 27U FF 8
PG ROV A R AL X BB G &l LTI BR L QREDIEDRET V%
R85 8T - p<0.0001)

@ 2 BUpEpRIR B H U B TR GIP Y B EA/ER (DP1005) 2
TFI7VISF
BHERE T A SR GEERIE TR = o b o — LN R4y 7 2 BUBE IR RS 18 1 &t
RLLT, 7FH7V7F o 100mg % 1 H 2R (#HHRER (3 HKEAOZEE LZE X,
MAEEPER GIP JREE AUCoan 1%, 7127 U 7*F U HHITCIX 35. 6+40. 9pmol- h/L CEHIfE+
R . 77V 7F Kb 3 HE TiE 108+83. 4pmol- h/L THY, 7FH 7 U TF
B G-H1 & g L CR%Z O MEHEMER GIP RENAEIC LA L (REDIRDIRET L EH
W2 EHT - p=0.0001)

3) MHERE R U HER B EEA
TFTYTFr o 2 BRI RE ST A b B IEIER Y
BHPRE TR ERE SGEBRE T 2 > b e — L3R4y e 2 BB IRIF A I BV T
TV FF 25, 50, 100, 200mg XIX7 T EARE 1 H 2 [ (Fi4RERD . 128
DIz RAEE LR R, 22N I & OVt M E 2 7 BT & 872 (Dunnett &Y
- 13 -



% E S : p<0.05) ,

H) 7FH 70 FFooRREENT-AELKOCHER
%152@\Wﬁ&@iil@ﬂﬂ@%lﬁZ@f%éo

W, 77U FF L LT 1A 100mg
(TV.3. HEMOHE] ©

HZM)

(3) AERIER AR

MR L
(4) #EER0EtER

1) BMERREERER

OFEMARSE — A MR VEBEICHT 527270 FF B8R B — (AM1001) ¥

B B

(1] A FA/L S HEERYE 1 B 500mg X% 1000mg TIEE T oMz ko —/Lavk
+y 70 2 BIBEIRIF R K L, 727U 7 F 2 100mg & 1 H 2 [a], 24 #H[FE
Afeh GREWIE 1) L7e & EOAIMERPLR2MEIZ ST, IR %E
Bt R & LT 5,

A NV R 1 B 1000mg TR O 2 BUHE RS EE IOV T, 51
BExT7TF U TFF L 100mg 2 1 H 2E, 28 MEROEE (REHE 2 85) L
7o & 2O REEROHIEEZRFT 5,

(2]

BT 1

(1] Sk dtmE. 7o X 2. 7T B RKR, B R R L R

[2] ZHiaxtkE, 5 MRER

PIE S

BEPRE T A FRE - BEPREICINZ TA bRV R 250mg X1 500mg.,
1 H 2 [A[#512 K 2 HANGE TR 2 > b v — L3 AR+45 72 2 BRUBE IR I B E 209 141)

p:\“

X2

W

EE0AN %

(1) BEMBALED 8 WL LRI L V —EDFRIRNA TR FRIE TR L - EE)E
HBEaFE LT\ ERE

(2) BIEZLHBRLED 8 LA ERTL W A AL ERetE (18] 250mg X% 500mg 1 H 2
[B]) (X DiEEES T, BIEMBAART 8 LANIZZAE T L TV W EHE

(3) BIZHAD HbALc 28 7. 0%LA b, 10. 5%A D B

F BRI EE

(1) 1 BpE PRI B

(2) A AU CBANT X DI N LT LB S D B

(3) [FEIUSREZ A MV RS 2 & D IURERE TH A 3AIL EOFH LT 5 B

(4) BIZLHBRLERT 8 WLLNIC A AR/ X IR ERIE LIS O I BE I T30 5 S - i
K

BT 5

[1] A hA/VI A 250mg 1 H 2 B2k 2727 U 752 100mg 1 H 2 7] F
FHEEGRE (LLT TAM250 &) ) . A RAR/L I HEFEHE 250mg 1 H 2 [A]HH
BEERE (LR TM250 BE) ) . A RV UHRREHE 500mg 1 H 2 [BICxtd 57
F27 0 7F 100mg 1 B 2 [B] EREEERE (DR TAM500 BF) ) . A ha&L
I U MEFERYE 500mg 1 H 2 [FIHUME 5HE (LU TM500 B ) DFF4 BT DWW T,
1 H 2 FIRERAEOYRER]) 24 BEEOEE L, 1BEE 1 2506 L
7o

[2] VBRI 1 BT D A+M500 FE K O M500 BESEEAT L. I
100mg 1 A 2 [A] (FARERT L O RERT) 28 B OESL L, 1BEE
e L7,

WTF T TF
2 W%

T2 E

TRHEHA 24 BF D HbAle 2 v B (=151 24 D HbAlc—1EHEH] 0 1@ @ HbAlc)

il R A ZE H

KEEHICHB T 5 HbAlc Bt% 2 R M, Z2ERF b E ORI EM A VL& (8
I 00 & D Lblg) 4

F AT S

FRIENZ RIS T 2 SHEEE K OVETRI 95%(5 HE X
HIXELEW O3 T — % . 24 @13 LOCF {: T

2Bt MBI K0 BERILE A 1TV,
MAEHEE LTz, KBMEIZOW T, 08
I L7,
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S

HEY [1] OFERZ2LFICEE#T 5,
(B [2] OFERIZHOWTIZIV.E. (4) 2) &8R)

R

A RNV RN 250mg 1 H 2 B EICBIT 577 BREETH D M250 BEL Y
TF TV TFURETH D AM250 BEDTRIE I 1 WG &AM F D HbAle 2 ki (OF
VIl ERERE) 1. FAFEH 0. 200, 74% (n=44) . —0.43+0. 63%(n=41) Tk
o7, BEMZED SHEEAEIL-0. 63% (9% XM : -0.93%~-0.33%) THV, 7
F 27U TF ORI L YA E HbAle ODUENRED v (2 BEA t BE :p
<0.001) .

Fio. A MR KRR 500mg 1 A 2 FIRGICBIT 57T REETH D M500
BN ONT F 70 FFURETH D AMS00 BEDTEIRIIE 1 W H &G O HbAle 28
{LEIZZNFH0.30£0. 54% (n=41) ., —0.53%0.67%(n=82) ThH->7-, FEMFED
JEHETEAEIE-0. 83% (95%Z XL : —1. 07%~-0.59%) TV, 7F 7V FFL D
GBERIZ L D AE R bAle DEENE O BN QEA t BE : p<0.001) ,
IR

<fxth 2 WREFE] A A >

M250 B S TN A+M250 FEDTEREIIEE 1 A k&aMiR: O 1% 2 REf i pE e 2 b & (OF
Pl AR ZE) 1L, FREN-12. 1149, Img/dL (n=35), -18. 0%=41. 9mg/dL (n
=41) Th o7, BEMZED SHEEMIT-5. Img/dL (95%EHEX[H : —26.7~14.9) T
HoT=,

— 7 M500 B B OV AM500 BELZ DN TIE, 2240 12, 534, 4mg/dL (n=40) . -28. 7
+42. 0mg/dL (n=76) T o7z, BERMIZED SHEEME IX-41. 2mg/dL (95%(ZHEX [ :
-56.5~-25.9) THV, A hF/ I HEEEE 500mgl H 2 Bl 528 \WT, 7
TV TF O L0 BERER 2 R E IR T 2R LTz QAR t FE:
p<0.001) .

< ZE [ IR A fiE >

M250 B TN A+M250 BEDIRIFRINES 1 WG &FHIRF O 22 i RF i pE A b & (F
I+ EHERE) 13, £NFN-0.4+29. 9mg/dL (n=44) ., 4. 8+24. 6mg/dL (n=41)
TdhoTz, BERIZED SHEEEIT-4. Smg/dL (95%EHEIX M : -16.3~7.4) TH o7z,
— 77 M500 #£ & TVAM500 BRI DWW TIE, ZE 12, 4123, Tmg/dL (n=41) ,-14. 6
+29. 6mg/dL (n=82) T > 7=, FEMZED HHEEMIT-27. Omg/dL (9% X [H -
-37.5~-16.5) TH V., A hA/ I CHEEEE 500mgl H 2 B 528 W\WT, 7
7V FFUoOMRICE Y EERZEEFFIEEOK T2/ R L2 QA t BE :p
<0.001) .

mIlE

TRIFIIE 1 IR 2 EITER OB IE, M250 K O A+M250 BETEIZH 2. 3%
(1/44 %) | 7.3% (3/41 1) Th o7z, Fiz. M500 F#£ & O A+M500 #ETIXE4LE
FL2.4% (1/4141) . 3.6% (3/83 ) Th-o7-,

M250 B} OF A+M250 BECTREeO HAVZRIMER L, M250 BEC LD . ARSI
NZENLEI 2.3% (1/44 51]) TH O, AM250 BT TALT#hn) . 77—y
ny . IAST Ny . MEIMBEAE ] AZENZEh 2.4% (1/41 %) ThHho7T-,

M500 B K TN A+M500 BE TR HALZEIEA X, M500 BET [y -GTP #4hn) | (U
i1 NENEI2.4% (1/41 6)) TH Y, AM500 BETIE MERE) . WHEAR] |
M FLEes ) . TR IREREIN) 22 1.2% (1/83 f) Th o7z,
EHERBERITRD bR o T2,
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@A

AR

—TF TN FF AT H A MRS EREEEEINGE B —  (AM1002) °)

HKEROHM

TF 7Y FF 1 H 200mg TIHEFT DI = > b a— L4470 2 B RY% R
(XL, A PRV R 1 H 500mg & 4 B OGS L, BIEHEE A FA/L
HEEAYE 1 H 500mg XX 1000mg % 20 MR O &G L= & & OFMER N2
DONWT, T uRE KRR E L TRETT 5,

RERT A

i, T o F b, 7T AR T EHE B F AR

PIE S

BEHRRE ISR - EEEEICINZ T2 ) 7F 2 100mg 1 B 2 B 52 &
2 HFNEE TIPE = > b o — LS R4-45 72 2 BUBE PRI BB 158 15

ER Gk

b

e

(1) BIZWIBALAD 8 LI LR X V) —EDR/RNE TR IFRE TR FRE « HBE
EEE LD BRE

(2) BEMBRGO 8L ERTL W 77U 7F > (1181 100mg 1 B 2 [8]) (2 X D5
Zazir, BERMIBRLART 8 BLAINIZA T L TV W R

(3) BIZ2H D HbAle 78 7. 0%LL F. 10. 5%AT D B

F BRI EE

(1) 1 BpE PRI R

(2) A > A Y BIAI T GLP-1 BANZ X DI LT LW S 5 B

(3) FEBUSEHNCT F 7V 7 F a2k T34 3FILL EOFH LT B

(4) BIZMBAAET 8 LNICT 27V 7 F L UA O IR TN F 5 S B
s

ARBRTT 5

TFZYTF 100mg 1 B 2 [ENSHRT B A Rds/L I U HEERH 250mg 1 A 2 [\]_F et
BehgE (DL TM250+A ) ) . 727U 7F 2 100mg 1 H 2 BN 5 A ML
I MR 500mg 1 H 2 [B] EREEGHE (LI TMB00+A #f) ) . TV TFTF v
100mg 1 A 2 [EIFMPr 58E (LAF TARE) ) OFF3#EE L, A ML UHERRIE
250mg HHVMIT T ARAZ, 1 A 21 (FIRER&XOY RZIERD 4 BREORS L,
FlEFEE A ML RS 250mg XX 500mg HHWET TR %A, 1 H 28] (5
REFTAR Y BIERT 20 3 HRE D85 UInE 4 940 L7z,

T EEHmIE

1B 24 MO HbAle 22k & (=18 24 8 @ HbAlc —J&¥IEN] 0 M HbAlc)

R AT H

BRI 1T % HbAle HIEME AL OB L& (GaRH 0 & D Lhik) %

f AT R I

gl

FEFHMIE H ;R &R D HbAle AL EIZOW T, EREZKE 1 & LBt
EF L& T M250+A BE K TNMB00+A BED A BEIZ 59~ 2 e 2 FAFIE 2 -V TR
REL7z, PHEILX, #BEERECKRH U CTRbufRER (-1, 0, 1) &2V 7z M500+A BEE A
BEOSHEARTE 21TV, BB 2 ARHEE il K OVl 95%(5 #E X [# & HEE T2,
HETHE, *tHAEE (-1, 1, 0) ZHV 72 M250+A BE & A BFEDSHELRE 2170,
SSHETE A M OV 95%(E HE X [ & HEE 5,

BIVREEAGIE B« &8 S T L EICK LT A BEA %R E L7- Dunnett UL M E 24T
&L BT EDOREEIT -T2,

O KANEIZ DWW TIE, 0 BT O T — &, 24 1% LOCF £ CHiE L
7=

(S

ESC i

TIEREETHD ABEK DA MRV I VR Td 5D M500+A FED JE I I Rk
FEAMmIF D HbAle 280 & (CEIME HARMERZS) 132 Z£Hh 0.14+0.81% (n=55)
-0.88£0. 75% (n=>50) T o 7=, BEM 22D RHEEMEIX-1. 02% (95%(F FE X [H - -1. 34%
~=0.70%) ToH Y., M500+A FEIZIB W THEZ HbAle DHENRO bz Gtk
e (BAFIE) : p<0.001) .

F 72, M250+A BE DRI R K& G AT O HbAle Z8{E & 13-0. 52+0. 64% (n=53) T
Bolz, AREE ORERZED SHETEEITZ-0. 66% O5%EHEX M : —0. 97%~—-0. 34%) T
& 0. M2B50+A BEIC IV THE Ze HbAle BB ED vk GHtiE (MFIE)
p<0.001) .,

M250+A FE KUY MB00+A B D TR ] i &G FAfRF 0O HbAle ZE{L BRI OWTHi L7z &
2 A BERIZED KHEEIE-0. 36% (95%(5 HH X [H] : 0. 69%~—0. 04%) T ¥ , M500+A
BEICRB W THE 2 Hbale OENRRD bz HEMRE : p=0.0128) .
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RES

Bl

< Bf% 2 e MopEfE >

A BEDOTRR I B EFHM R O B % 2 R I E 25t & CESE AR Z2) 1 16.4
+43.7(n=51) T Y M250+A B} ONM500+A BETIEFHF-22. 9+ 56. 4mg/dL (n
=51), -43.4+46. 1lmg/dL(n=49) Th - 7-, HEEOEHEEMWIIFTNFH
-38. 3mg/dL (95%{ZHE X ] : -60. 0~-16.6) K *-58. Img/dL (95%{Z#E X [H] : -80. 8
~-36.9) ThHV, A MRALIVEBEOIHIZL Y FERER 2 R ED
K FZ7~ L7 (Dunnett BUZE LI : £ 24 p<0.001) ,

< ZE i IR A fE >

A BEOTR I BTN IR O Z2 fE IR MBS (ki CEIIME AR YER2S) 1% 12. 6=
28.9(n=54) TH Y . M250+A FE K& TN ME00+A BETlTFHZFH-8. 3+£30. Omg/dL (n=
53) . -15.3*24.2mg/dL(n=50) TH » 7=, HEEZO S TEMEIZTFNLH
-21. Omg/dL (95%{SHE X [H] : —33. 0~-8.9) K (’-28.0mg/dL (95%EHE X M : —40. 2
~-15.7) THYH ., A FFNI VR OOHIC X0 AR 222N I E O T
ZxL7- (Dunnett ML EIL : 24 p<0.001)

milEH

TR 31T 2 BIVEFH O BLRIT A BEM250+A B M ONMB00+A FETENEH 9. 1%
(5/55 1) . 1.9% (1/53 f5]) K O*10.0% (5/50 ) ThH-7=,

A BE, M250+A BESK ONMB00+A #ECRl L VZRIER X, A BET TEMIEm ) . 28
PEE S . MERE) . THEEVEMEER) | DLEHAPE o TR R
NZENEI1.8% (1/55 #) . M250+A BET TFHT) A5 1.9% (1/53 ) . M500+A
BT MEEATRIR] 25 4.0% @/50 1) . MERA . TH# . HEERESE ) 20
Fr2.0% (1/50 ) T o7,

HEZEWERIZIRD 5o,

2) R MR
BB — X PRI VHEBIEICHT 27570 75 Bt E &5 R Bk —
(AM1001) ¥

HEROHB

[1] A hAL S UHERRYE 1 H 500mg X% 1000mg THRET oMb = > o —/La3R
+4y 70 2 BUBEIRIG R \CRI L, 727 Y 7 F o 100mg & 1 H 2 [B], 24 #E#
AL QREHIE L) L& 20RO RZEMEIZONT, 78R %kt
xR & L CHEd 5,

[2] A MA/I HERAYE 1 H 1000mg TIREF O 2 BUERIFEZ IOV TIL, 51X
GETF Y TFF 100mg 2 1 H 2\, 28 R OEE QREHE 2 B) L
7o & EOREEROEIEZBRGTTT 5,

RERT A 5

[V.5. (4) 1) OBMAARER — 2 MR UHEBEICRHT AT F 27U 7 F 2580
PEH#ER—) DOEZBR

i R

AR [2] OfiREZLITICRHET 5,
(B [1] OFERIZONTIEIV.5. (4) 1) OSH)

IR AT
HbAlc
TN T T Ak 55T ORI 52 3 (e KEREANRE) 1231F % HbAle &
b CEXE - EHERZE) 1X, -0.47+0.81% (n=82) Th-o7-, 18IEH 48
D> BIRHREH] 48 T8 D2 e S ONR W A AT IC B WV T b L TRIEH 0 /26
DEACBICHBEZENBO LN (TEAR t E : p<0.001) ,
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EES

il

EH

MM RER (123 #]) Zxtg s LG CEYE SRR ZE) 1L,

P/ABER N A/A BES | ZNZFH365.0116.3 H M R337.9+87.0 HTH 7=,

RIWER ORBIRIT 2. 4% (3/123 %) THY ., A/AEEN 3.6% (3/83 %) TH-o7-,

AABECRRO bDIVZRIERIZ, TERM) . T (EAR) . TindpLEesm) o i

REREREEIN NENFH 1.2% (1/8341]) TH -7z,

HELBIERITRED ool

) P/ARE RIS | 1 &2 2 B A DR 7o fEATICR T A A ML UHEEENE 1 H 1000mg fif
HOMEEIE 1 WIS T 'R, WWEME 28T+ 270 FF Uik b it

AAFE IREE L L5 2 M2 O fTic BT 5. A bV U HEFRYE 1 H 1000mg ff

F OIS L T 27U 7FF o, wWEME 2 o7y 7 ) FF ok b s
N7-BE

(5) 8% - WEAHER

P - L

(6) 8B

1) ERARERE (—REAKERE BECRARERE ERARELRRE), S8ERTERT
—ARN—RAE, HERTREBRABROANE
—ME A A (T2 )
A N7 FEESEOMHEMERTICR T LML OANMEICET D HREIEL, Bitd 5
72U, BLE2 I 24308 ) D — Rl A R i A 2 S it

2)ARBEME L TEEFPEDABTRIEEE LI-HE - HEBROME
RN

(7) Z Dt
LR L

-18-




VI

EMEE(ICEHT SRR

1. REPHICEES S EEMRTILEHE
DPP—4 FH Al
ETT T A RREEH
EE  BHEO S LG OMRESUIBREL, BOWMNLELSZRT L L,

2. EBE{EHR
(1) 1EREGL - fERRF
TFEIVTF
TF TN TF IR TFONATF L —F -4 (DPP-4) DiiaIH o i) 722 54K B fH.E 4K
Th D,

AT VLFUTHDEINA T RERTF R-1 (GLP-1) X, Z A — R KIEHTRA VA Y 5y
UMM R 27 /L) =8 o Sy W A58 2 A8 5 335~ DPP—41C & 0 49 S AL TR 226 9,
T F 7 ) T F L E DPP-4 DFLEIC K > THIRMED CLP-1 D4R % Hik L 710 2 O/EM % & o
HZLTIfEa Y b — L EUGET S,

ARFNVIV

AL S A AWPK FRMEAL 10 OV Ly = 7 AT 1 SR 2 I T o B A
GLP—1 4PWMIEHE ™19 | YL > > O BETIRBNHISE 19 | KRR T O v 2 ) ARBE Ot
EBWHOERICEY, Mifay he—L2%ET 5,

AMPK &1L 1
FNAT L THE %

PR
ey
(Bt

FNAHT A inH
(a#mEa)e~®

GLP-1
BT

PRI

— A A ERME
GLP-11107 PUEE "

A\

AR
(BHRE - B HEE)

-19-



(2) EE R T DRERAE

TFEITVTF

1)DPP-4 BREER (/n vitro) ©
77U TF D DPP-4 IHEERICOWTIHMIi Lz 2 A, 77V FF U037 v Mg
DPP—4, A X ifi#% DPP-4 }, 't | DPP-4 (ifiL#, Caco-2 MRy K& OHHH#E 2 ) TEME 2 I
KfF L CHE LR,
Fio. 77V TF D DPP-4 1Tk HILERAUCOVWT, b ME#EZ DPP-4 & AV TR
HL7-EZ A, slow-binding inhibitor TH D Z LN REINT,

DPP—4 (2%~ % PHEEM

[EE= ICs0 (nmo1/L)
7 v i 5.8+0.4
A X [ gE 6.4+0.1
b b 5.4%0.2
Caco—2iffl i@ 57 i 3.5+0.3
b M Z 3.3%+0.3
FEIE IR ER . n=3

(B 5 1]
DPP-4 {EM: 1T, SIS CTh 5 Gly-Pro-MCA % V>, DPP-4 12 X v U)W il L 7= 3 68 AMC DA RE % &
BTAZ ik vlE L,

2)BERBIRME (/n vitro) ¥
DPP-4 LHEMI L7~ R RMEEZ G T 270 ) VRERERTF X =BT 577 ) 7T
COFEEMZFME L2 & 2 A DPP-4 R IS 957 727 U 7F D 10 fEiTVd
b 50pumol/L BL ETh o7z, HEERIIKTT D 100 f% b MEHLZ DPP-4 12595 ICs fi
(0.0033 pmol/L) % 1 & LTHET % &, Ik bRVMEZ /R L72 DPP-9 12535 10 fETH
1700005 TdH Y . 7F 7V FF AL DPP-41T5x L TEWERMEZ A L TV D Z LavRanT,
DPP-4 $iixm% 2 x4 2 BLEIEH

[EE ICs0(umol/L)
DPP-8 84.7+9.8 [25700]
DPP-9 56.1+5.3 [17000]
FAP 72.7+1.2 [22000]
DPP-2 176.7£16.1 [53500]
POP 229.2+31.8 [69500]
APP >500
Prolidase >500

ACE >500
LAP >500
5%

t bR % DPP-4 0.0033+0. 0003

ICso(umol/L)

SEE A BEERZE (n=3, 7272 L ICs>500 umol/L P& 1T n=1)
[ ]:45 ICsofE% b MEHEZ DPP-4 %192 ICsfE% 1 & LT Huf U7z fEsks ), tRAUTHE - TH I,
FA%T B8 EE =DPP-4 JEKEE I %D 1Cs0/ b MRAHEZ DPP-4 (2% 9% 1Cs

-20-



DPP-8 : U RTFVNRTFH—¥-8 (b MHER), DPP-9: PXTFINATF X —F-9 (b M
Z) . FAP : MEHESERIITEE L & v X7 B o (& MAHLZ) | DPP-2 : O XTF T F H—E-2 (Caco-2
M5 . POP : F'm U LA Y AT FH—F (AWK, APP: 7 I/ X F X —F P (b M
$%) . prolidase (7 ZEgHIR), ACE : 7 UAT o 1 iR (7 2 BIHBR), LAP: = A &
NT ) RTFH—E (7 &%)

[R5 7]
TFH TN TF K EEEIMNMZIRF L CEBEEE TN L, AR U7 WE 28 6 E IR EEIC L v flE L
77

3) MiHERE R UHER Btk E1E A

OIEGA > AV ARFEEF ST 2 MBS FER (5 k) 1P
RES A > AU ARBUMEE TV CH D Zucker fatty 7 v M ZHWTR O 7V o — 2 A kbR
EiTol=b 2 A, 77V TFF odufE DPP-4 iEMEE H EKGFEMIICEEL, 77U 7T
> % 3mg/kg LA B G- U7 HE Tl Fatty SFRERE & boie U O & 72 4% DPP-4 IE MM SIET 2
~LTz,
F.TF 7V TFUORRBROFKGICE Y Zra— A ALk 0~120 O lEA A Y v
WREED AUC 23N L, AE 7 L= — R REZE LD AUC (AAUC120min) 1 EARAFAIIZ IR

STz,
a) MEEDPP-43E b) M2 EBEDAUC
(%) (BOYILA—2EH05 CGEWMIRS%307)) (hg-min/mL) (BOYILO—RBEREODHS51204)
120 1 . 5000
5
100 :
SD 4000
2 g0 z
< ﬁ( 3,000
& 60 T
& 2 2000
g 40 ~
A
20 sz 1000
=
0 0
Lean Fatty 1 3 10 Lean Fatty 1 3 10
WRE WRE 557077 (mo/ko) HEH NIRRT 55057 (mo/ko)
(n=7) (=7) (n=7) (n=7) (n=6) (n=7) (h=7) (n=7) (n=7) (n=6)

c) M7 )L I—2REDAAUC
(mg-min/dL) (O ILI—2AEFTHROAS N 51204)

£ 16000 s
S 12000
<
<
b
a)
g 8000 FilEeAE R
X k3 1 p<0.00]1 (vs. Fatty 8 E) Dunnett S S Hak
|ll * 1p<0.01
= 4000 b)
P T
o ### :p<0.001 (vs. Lean BB tIRTE
0 *:p<0.05(vs. Fattyxi8 &) DunnettB S B Hhi
Lean Fatty 1 3 10 o)
XERF OWIREF - 1 ~ HIERERE
F+ 777 (malko) #1# p<0.00] (vs. Lean B LT
(n=7) (=7} (=7 (=7) (h=6) %% :p<0.01 (vs. Fatty s BB 8f) Dunnetti4 B ik
[R5 1]

— WAt & U7 KEME Zucker fatty 7> b (12 W, &#E6 UL 76 277270 7F o (1, 3. 10mg/ke) Xt
Fatty sHRAEE L CREUKZ B O G L, 30 52100 7L a— 2 AR A 1T o 7, IEF xR (Lean
SHHRRE) & U CHEM: Zucker Lean 7w b (12 #fh, 761) &M L7z,
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@ HARIIERE R T 7 LSBT B MBS TIEM (7> h)

HARRIERERIFET LT D K 7 v hEHWTRAZ L a—2ARRBREITo7-& 25,
TF I TF LT a— A AR O M DPP-4 151 A2 BKARICEEL, 7TF 7Y S
F 2% 3mg/kg LA G U7 BE Tl 6K SERRBEIC LR CHEZRIMBIER Z R LT,

FTF TV TFUOHER O GIZE YD 7 a— A ATk 0~120 O MiEA A Y v
MEREED AUC 28 EREE9ICHIN L, i 2 L o — B 28 0D AUC (A AUCo-120min) (IR

BT,

a) M#FDPP-43& b) M >RV EEDAUC
ROV ILI—RBHOSRUBHREI205 OV ILA—2EREOSH51204)
(%) (HEYIFS5E305RUN504)) (ng-min/mL)
120 400
0% £
100 T W 1208 g
S 300 |
# 80 2 *
& 60 # 200 [
= 2 .
g 40 sk X
A 100 -
20 - Kok FAok %
ll-n :
0 1 '] 1 L 0
Wistar GK 1 3 10 Wistar GK 1 3 10
WEE WEE 555057 (mg/kg) WRE RE 555077 (mg/kg)
(n=8) (n=8) (n=8) (n=8 (n=8) (n=8) (n=8) (n=8) (n=8) (n=8)
c) M2 I—REBEGIAUC
(mg*min/dL) (O ILI—2EHE®0SN51204)
25000 [
£ i
& *
S 20000 |~ a)
=] FaELRERE
% % *kk 1 p<0.001 (vs. GKHEERE) Dunnett BIZ B H 8
S 15000 | *%:p<0.01
the{
e gﬁﬁﬂ‘ﬁﬁ%
- SIEE R
r~|< 10000 #:p<0.05(vs. WistardBERTE
o i #:p<0.05(vs. GKHFE) Dunnet £ 8
Y
X 5000 F 9
& FEHEERE
H ### :p<0.001 (vs, WistarH BBt TE
0 L * 1 p<0.05(vs. GKxiE#) Dunnett S E LR
Wistar GK 1 3 10
WEE BRE 555077 (mg/k)
(h=8) (h=8) (n=8) (n=8) (n=8)
(B 1]

—WEHE R L7-GK T v b (10 B, SRS H) (27 F 27V 7F o (1, 3 KO 10mg/ke) . XiT GK S IREE L LTHE
KA HEREO#G L, 30 %ISR AO 7 v a— 2 AMRREIT- 72, EEATIREE Wistar *TPRED & U CHlEM:

Wistar 27 » b (10 @, 8 ) & L7,
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4)ER MRS BIER (Tv k) W
STZ SBFRHEIRIN T v BT F 7 U 7F & 4 BRIFHR TG Lo 2A, BlgA 2V
> B N OV B AN B I BRAFHNSHEIN L, 777U 7 2 500 p g/h B G TIod EE
L T TR AR LT,

a) Bl A SR b) etk
(ug) ok (%)
6r 0.04
x
Igllﬂll 003 w w
il -
N4 T i
R & I
N Qi 0.02
* i
N
& 0.01 |
O L '] J O L Il J
ERRE 75 500 AEEEE 75 500
7FHITITFTF(ug/h) 77T F(ug/h)
(n=10) (nh=10) (h=10) (n=10) (n=10) (n=10)
a) b)
F{E+IRERE FERERE
*3k 1p<0.01 (vs. WEREH) Dunnett RS & * 1p<0.05(vs. WHE) Dunnett £E L

(AR 51 ]

STZ FFBERR 7 ~ b (8 i, 8 10 ) ([TEBER L TH#HWTT 7V 7T (75, 500 ug/h) XIxkf
HRREE U CAEBRIIK 2 4 BRRHAIC R THG LT, BGBMm% 4 B0 7 » F L0 IRA R L. g2
R U CRRM U 7= el i D 1 > A U PR EE & ELISA YEIC THIE L7z, B B MM EITHIA > A U U Hifika
W T Y i 24T o T2 B AR O R E RS R 5 4 2 U VBEE R (%) Z230E L7,

(3)1EARIARER] - H4EHERE
<HBE>
TFI7VISF
VE % B 20
TR N BRI T 27U 7F 2 100, 200mg & ZEMERFICHER A5 Lz & & 1fE DPP-4 &
PEIFHC/CPLE S, &5 0.5 IR < 80%LL EDOHEZ R LT,

1 F Frige iz ¥
EERE T AR EERE T o o b e — LR A 2 BRI R E I T )
F 2100, 200mg & 1 H 2 [B] (AL EERD . 12 BEEA#RE L L & P& 50 12
BWTH 80%LA ED M DPP-4 {EMHEREZ/ R L2 &b, 1 H 218 (18] 100mg LA F) #
52 X v M DPP-4 1GME % 24 BiEIPRE TE B LT S hiz,
W) 77V T F o ORRINICHIEROCHEIL, @%, 727U 7F L LT 1 E 100mg
1 H2ME, RXEHGRET1IE200mg 21 H2ETHD, (V.3 HELOHE ©
HZ )

A MBIV UHEERE
HMERR L
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VI. EYEhREIC B9 5IER

1. MAPREDHR
(1) BREEADLOPEE
BRI L

(2)ERIRABRTHRRBE SN -IFRE
HE®S (EMFENESEE) »
fEEER N BE (3061) ([ZAAKIND (727 Y 7T/ A koL R & L C100mg/500mg) &
TF 7Y T F o 100mg A KL YA b AL X IR S00mg AIDF A 7 v A A — N —IkIZ XY
ZEERF R G L2 DT F 7Y TF b A MRS O MR EHER K O Y )
RPN TA—=ZIUTO LB ThoT,
T3V TF o DAL O e (AAFIHD, HAIGE) 13, AUCo-24n3 1. 0505 [90%{EFE X H] : 1. 0076
~1.0952], Coax/31. 0946 [90%(EHEXE : 0. 9903~1.2099], # hiR/L 2 DB DO (K
FIHD,/ BAAIGFHT) 1%, AUCo-oan731. 0623 [90%{EHHIX ] : 1. 0036~1. 1244], Cpax?31. 0850 [90%(F
FEIXH @ 1.0176~1.1569] TH v . AW FHRIFEEOHELLRE (0. 80~1.25) OHFHANTH -
o2 &b, EMTFRIRIEMERFRD HivT,

1000 1 2000 1

750 A 1500

& (ng/mL)
& (ng/mL)

uh
=
b

SR

500 1000 H

-

500

Mz ANRIL

RPETFITITFY

Jiilk;
o

18 24 0 6 12 18 24
BE®REBRH ) 5B )

—O— X#HD —@— HFIGA
(FiE+RERE, n=30)

MIERT F 27U 7F o ROMIER A SRV REHRER

TRV TTF A MR

AFHD HAIOEH AFHHD HAIGFH
Coax  (ng/mL) 778 +261 709+215 1360350 12704427

AUCy oy, (ng+h/mL) 28404397 2720+473 89301940 84502130
Ty () 2.4+0.76 2.5+1.1 2.7+0.85 2.9+1.0
ty, (h) 2.8320. 789 2.76+0.907 3.96+0. 576 3.83+0.518

L R ZE, n=30

) ARFNOABINTZHELOCHEZ, @%, RAZIZT1E 18 (T7F7)7FFr /AR
TV UHERRE & L C 100mg,250mg 1% 100mg,500mg) & 1 H 2 A4 IZRE 05T
bo, (V.3 HELOHE] OEZMR)

(3) shil
LR L
-24.




(4)BE - ftREOEE
1N BEOEEY

R AN BME (12 ) ICAHK] HD (7 F 27U FFo /A MRV RS LT 100mg,”
500mg) A BZICHER OGS LTz & &, Chay L OV AUC) o4y X ZEMERFR G- L B L C, 77
U 7F 2 TEIEI 13 9% KON 10, 5% L, A ARV TELELL 5. 6% O

2. 3% L 7=,

MmAEHT F 7 ) FF PR

Cye (ng/mL) Ty (h) AUCy 24, (ng+h/mL)
BREG 515 (23.9) 2.3 (1.5, 3.0) 2300 (12.5)
K EEO b 0.8613 0. 8953
(90%{= HH X [#]) (0. 6947~1. 0678) B (0. 8443~0. 9494)
ZEfE IR - 598 (34.7) 3.0 (0.50, 4.0) 2570 (13.2)

PEEE (CV) [T dTHRAE G/ ME, e RE) ] n=12
IfIEHR 2 B AL PR

Cpay (ng/mL) Ty (h) AUCy 24, (ng+h/mL)
BREG 1150 (19.1) 4.0 (2.5, 4.0) 9350 (17.1)
K EEO b 0. 9436 1.0231
(90%{= #H X [#]) (0. 8725~1. 0205) B (0. 9588~1. 0918)
ZENE IR 5 1220 (22.8) 3.5 (1.0, 6.0) 9140 (21.0)

PEEE (CV) [T dTHRAE G/ ME, R RME) ] n=12

2) EMMEMRA -7 TF U LT DD ESR—

DI 7Y b= & DY AEAEH
FHRE T AR  EERE TR o o b o — LSRRy A 2 RUBELR I ERE (18 f41))

27 F 7Y 7F o 100mg & 1 H2[EE 7Y h—/L50mg 2 1 H 3 [a], ZHE ML

AL3SHBRO®BEE LI E, 7T 27U TF 2D Coay SO AUCoo, (X EA B EE & Lhil L C
ZNEI 58 AR 22. 9% L, 27U b= WIENEI 14, 2% K% T 27, 0% N L 7=,

( TVIL 7. #HEAEM ) DIHZI)

MmAEF T I 7 ) FF A PRE

Cuax (ng/mL) AUCyo4, (ng+h/mL)
OF & 5-IRF 228 (66. 3) 1310 (30.5)
S I D b (90%(F FE X [H) 0.416 (0.376~0. 459) 0.771 (0.723~0.822)
77 T R 550 (42.6) 1700 (24.3)

T EE (CVH) . n=18

MmAEHF I 7Y b— LR

Cuax (ng/mL) AUCq o4, (ng+h/mL)
OF % 5-RF 935 (31.0) 4900 (36.7)
BRI O L (90%(5 FE X)) 1.142 (1.050~1. 243) 1.270 (1.160~1.390)
27U b= VB GIRE 818 (28.1) 3860 (28.3)

RATEME (CV%) . n=18
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@7 VR T REDEYEE/ER

<BE HEAT—F >

fEEER A (15 61) (2727 U7 F 2 400mg 2 1 H 1[6], 5 HREEMEE Lizth, 7V~
77X Romg CHEIPFARAOELG LI &, 7F 27U TF 2D Cay KO AUC) o, IXHAEE G-
i & L L TENZ N 1A O %A L, 77U R 7 T X RO Coay KO AUCr-l FENLE
AR DN TREE N L7z, ( TVIL 7. B BAE ) OIEZHR)

Mg T F 7 ) FF PREE

Cyax (ng/mL)

AUCO,24h (ng M h/mL)

O G

2717.00 (28.7)

9242.19 (14.7)

ST 0D FE (90%13 48 IXTH])

1.01 (0.91~1.13)

0.95 (0.93~0.98)

757 T B B

2677.46 (34.0)

9690. 03 (15.6)

A I (CV%) . n=15

MmAgEH 7Y X7 Z 3 FIRE

Cpax (ng/mL)

AUCy-o (ng+h/mL)

OF 5

177.75 (31.1)

879.04 (19.8)

e An M oD L (90%(5 #E X))

1.44 (1.26~1.64)

1.07 (0.98~1.16)

7Ry T X REME G

123.55 (37.3)

808. 17 (24.4)

W EYE (CV%) . n=14 [FFAHE5RFAUC, « : n=13]
E) 770 7FrORRBINTZELOCHER, &%, 7727V 7F L2 LT A 100mg

ZZ 1A 20, AREEREIT1E 20mg 2 1 A 2FTH D,

HZM)

@7 m 3y KDY AIER
BERERC N (11 f51) (27 F 27U 7752 100mg HLRIHLMEL 5-4% . 7'm %2 K 1000mg Z 1 H 2
[, 3 HEEMFELG L%, 77270 FF 2 100mg & BEIPFAROKS L&, 77
U T F 2D Coax Je O AUCo-a 1T HIR A 51 & LR L CZ 240 53. 9% &% OF 80. 6% L 7=,

Mg T F 70 FF REE

(TV.3. FHiEKROHE] ©

Cpex (ng/mL) AUCq.94, (ng*h/mL)

OF & 5-RF 725 (40.3) 3900 (17.0)
K EIE O L (90%(E FH X)) 1.539 (1.228~1.928) 1.806 (1.652~1.976)

T T B R 471 (36.6) 2160 (18.8)

A EHIE (CV%) . n=11

@y ax o OIEYEEAER
<BE HEANT —H >W

RN (20 B) ICEFIREDO Y T (0.26mg, 1 H 1[E) EfFHLCTCT 27U 75
V400mg 1 B 1A, 5 AMREROKE LI Ex, PIF D Cuu & O AUCy-2an 1 ESM

B 5 & b U CENLE R 49% % DY 18%HE N L 7=,

-26-
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ISR 3 o R

Cpoyx (ng/mL) AUCqy_o4, (ng*h/mL)
OF ¢ 5-f 2.40 (25) 21.2 (24)
K ERIE O L (90%(5 FE X)) 1.49 (1.386~1.603) 1.18 (1.125~1.231)
DA%k R bR 1.61 (28) 18.1 (31)

KA (CV%) . n=20

E) 770 7FrORRBINTZHELOCHER, &%, 7727V 7F L2 LT A 100mg

Z1H2E, FREHGEIT1E200mg 2 1 H2ETHS,

HZMH)

A RFRVI R D
F o RO IR O KB

( TV.3. HIEROHE] ©

A7 &L OEY A EER 2 e LR, T Y
RO LN oz, 7 aARY B L OIEYMEEAE

MEBRE LIAER, 7270 7 F o ORMERRICEBITRD bk h oz,

@A bR v E OB EAER ¥

BRI U AL - EERIE TR = o b o — L3R4y e 2 RUBERRE B (18 f5))
W27 F 27U FF 100mg, 1 H2EE A MR/ 500mg, 1 H 2% 3 A, ZHAFNHE
MOUIPFH L 3 ARG Lzl & 77 U 7F 2D Cpax SO AUCo o4y, 1L B ER 517 &
LB LTI 7. 2% TV 6. 2% L, A ARV X AXZ 24 1. 3% KON 10. 5% 0

L7,

Mg T F 70 FF PR

Cyux (ng/mL) AUCqyoyy, (ng*h/mL)

OF % 5-RF 781 (35.7) 2190 (21.5)
K SEIE O L (90%(5 FH X)) 1.072 (0.951~1.208) 1.062 (1.018~1.108)

T T B R 729 (31.7) 2060 (19.6)

A I (CV%) . n=18

MAEFR A ARV R

Cpax (ng/mL) AUCq_o4, (ng+h/mL)

OF % 5-1F 1020 (27.5) 7850 (24.5)
LA I O LE (90%(5 48 X ) 0.987 (0.913~1. 068) 1.105 (1.054~1.157)

A NV E B G 1040 (21.3) 7110 (20.5)

BATEME (CV%) . n=18

@AY &2V Oy EAER
<BEZ SEANT—H >
fEEERk N (16 ) \CE 427 Y # ' 46mg 2 1 B 1Al 7 HREJEMEE L=, 72707
F2 400mg, 1 H 1[EE 5 HEOFHRORE L2 &, 77U T F oD Chax LY AUCo 241
XH P G0 & LR L TR 15T TR L, 47U Z Y i3z i 20% % O
%, B4 70U &2 ARG M-THEZ 240 1% O 9%, M-THEZ 2 7% OF 2%, M-IV
IXENEI 3% O 3% LT,
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MmAEHT F 7 ) TF L RE

Cax (ng/mL)

AUC0724h (ng * h/mL)

OF 5

3256.84 (38.8)

11892. 73 (30.6)

A oD L (90%15 HE X))

1.15 (1.01~1.31)

1.07 (1.01~1.13)

77 TF B R

2839. 81 (33.0)

11106.03 (31.8)

KAEYME (CV%) . n=16

Mg eA 7Y &2 RO F 7Y 2 AL

Cyax (ng/mL) AUCy 54 (ng*h/mL)

OF % 5-1F 1511.80 (44.4) 14756. 64 (25. 4)
REAIK KM PEEE O (90%EFEXH) | 0.80 (0.68~0.94) 0.93 (0.84~1.03)
v & B 1887.03 (28.1) 15889. 73 (18.4)

R & G- IRF 63.67 (27.9) 946. 87 (24.0)

M-11 K EEME O L (90%E FH X ) 0.89 (0.79~1.01) 0.91 (0.82~1.00)
v & B R 71.25 (26.1) 1044. 39 (28.6)

OF ¢ 5-1kf 701.42 (29.9) 13555.78 (31.7)

M-I Ko SEIED . (90%(E HHIX ) 0.93 (0.84~1.03) 0.98 (0.90~1.06)
© A7) & Bl bR 755.97 (33.2) 13850. 87 (31.8)

OF #2517 1745.77 (24.3) 34054. 73 (22.5)

M-IV KA EEME O (0% HIXE) | 0.97 (0.89~1.04) 0.97 (0.90~1.05)
v B B G 1808. 79 (29. 6) 35096.91 (27.9)

A fu EHIE (CV%) . n=16

E) 7H 70 7FooREINERELOCHAER, @E, 727 ) 7F L LT A 100mg
ZZ1H2ME, KR¥EEREITLFE 20mg 2 1 A 2FHTH S,

HZ )

(OPZA=V X WINRIOY 2/ R

<BE HEAT—F >

( TV.3. HIEROHE] ©

fEERE N (19 %)) 127 F 27U FF2 400mg & 1 H 1[0, 4 HREBEMEEG L%, > 7 a X
AU 600mg & HEIFHHBROKRG L&, TF 7V TF D Chay S O AUCq4n I X HIM 5
B & LRl U CENZF T 26% K T8 20%H8 0 L 7=,

MiER T F 70 FF

Cpax (ng/mL)

AUCO,24h (ng M h/mL)

OF G-

3195. 35 (28.2)

12503. 25 (19.0)

S I D L (90%15 #E X )

1.25 (1.092~1. 440)

1.20 (1.153~1.249)

T 7 T B R

2547.78 (52.4)

10420.32 (21.1)

RATEME (CVe) . n=19

) 77 ) FF o oREINHELOCHEX, @E. 77270 7F L LT1E 100mg
Z1H2M, ZERESEIT1E20mg 2 1 A 2ETHD,

HZM)
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3) EMMEEERA— A bRIL S UIEERE & T OO SR —

<%E . HNEANT—H>
AFOUEOPEICE Y A FARAL I D AUC DI BO%EEIN L 7=, RLT 275 B L 50mg/
HEON100mg/ H EDOPFRIZE D, A FHRL I 2D Cox MZIZEIL 66%K% TN 111%_EH- L, AUC
DZINZI TN O 14BN L7230, R FHZ =T LOPFHICE Y, A RBLI D Cuy
H350% b5 Ly AUCo-«78 TAREIN L, B2 U T T > 758 620 L7z *Y,

2. EMEERNTA—F
(1) BAT A%
AR L

(2) BIREEEH
MR L

(3)HREEEH
fEEERR A BYE (30 1) \ZAKIHND (7 27V 7F /A hdv I R & L C 100mg/500mg)
ZZEfERFE R OG- LTz & S OBEREREEEIT, 777 ) 7FFT0.27310. 113 (b)), A
RAR/L S 2 T0.17920.0247 (b)) (CESEEHERSE) Thol-,

(YO VFTSRD
TFI7VSF
PERERR A B (6 1) (27 27U 7F 2 100mg %z ZEERFHLEIRE OG- L7z & & &5 24 KF[H]
BETOBEZ VT 72 AL 315£34. 3mL/h/kg CEHMEEHEHFZE) THoT-,

(5) R mEE ™Y

TFEITVTF
BERERE N BE (6 1)) 127 F 27U 7F 2 10~400mg Z ZEERHC B A% G L- & &, RE1L
ROEFIRREIZET 2 BT O EFE (Vdss/F) 13 2. 59~4.20L/kg TH o7, £z, HEREEK
ANBYE 661 (7T 2 FF o 200mg Z 1 H 2\ (Y RERM . 7 HERKERO#ES Lk

L& RE(LIED Vdss/F 1X 3. 08L/kg TdH - 7=,

W) 770 T F L ORRINICHIEROCHEIL, @%, 727U 7F & LT 1 E 100mg
1 H2ME, RXEHGRET1IE200mg 21 H2ETHD, (V.3 HELOHE ©

HZ )

(6) Dt
BRI L

3. B&H (REaL—3av) &H

(1) B AE
EEE R L
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4.

5.

(2)/85 A— S EHER
AR L

R 4R
TFEITYVTIF
<BE SHNEANT—H >
R A BPE (65) (2 [MC] 77U FF o 100mgZ ZEfERFHAEIRE O G- L T2 & & . IR RE
DRFPEERD D 7 7 ) 7 F o ORI D72 < L H73.2% & AED b,
<ZE . PYRBRT—2 T h>"
MR THEET ~ bOE ., 8, M RS, AR, MG TR ORI AR L Tr—7
IR, —7 W [MC] 77U 7T (2mg/ml) ZIEAL 1 KR E TO RS RE ORI
Rl L7z, ZORER., BEREOWIEITZN 2 2.5, 49.3, 48.6, 10.9, 30.9 KT 9. 2%
Tho, [MC] 7TFHITVTFUEETIEEAERNENT, + & OVIMEG BT @RI
Ramrlilc, £lo, /MHEOBEAIZIBN T, /IGFEITH 560, DG A OVINEG I
AT R DMK < WG RF SRS FR D BTz,
<BE@RBRT—% T b AX, B>
& 10 B 5 B OV IR P 5-RE DAUCH & 3R D It A AT XA Z 8 U7 1%, HEEZ » b (]
A% 53, 10, 30mg/kg, #R#EE S : 10mg/kg) T24. 9~54. 0%, MEMET » b (BRO# 5 : 10mg/kg.
FRRSE 5 ¢ 10mg/kg) T61. 2%, HEMEA X (RO 5 : 10mg/ke, FFUREZ 5 : 10mg/kg) TT7. 7%,
HEMED v (BRA#E « 3mg/ke, #FMRHZ G- : Img/kg) TH0.2%Td o7,
A MRV UIERRE
<B#H HEANT—F >
RN (3 H) 1T A has/L I HEEEME 500mg & BAEIRR OG- LTz & & #Rtg N A F 7~ A
ZEUT £1360.6%TH-o7,

Kl
(1) fnik—AXEE P& T
MBI L
TFEITVTF
<% . BYRBT—F T v >0
WEET v e s Z oy M2 [MC] 77U T F % 10mg/kg THEIRR DG Lz & &, FARTR
O FEHRERAT 1T TR - 72,

(2) mixk—RRAEREMEE
MR L
TFI7VSF
<% . BYRBET—F T v h>0
TR Z v M [MC] 7270 FF o % 10mg/kg THERAOKE Lz & & BIRHEBICBITL
ToHUHRE D AUCo asn I RHAMAED 0. 51 f5LL N Th o7, £72, BAT LB RBIZ R A AT &
[RIARIZRRREITIH R LTz,
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(3)ET~DFBITH
M ERR L
TFEITIVTFFV
<% BYRHT—F T v h>T
WEHZ > Mz [MC] 727V FF % 10mg/kg THERR OG- Lz & x| BUHEEO A+
~OBITNRD B, I/ MR E L 3.35~14. 25 TH -7z, FLIFHIBAT L7 it
RRIF AL IR O T Ioxhii L THA LT,

(4)BEHR~DIBITH
2R L
TFHITVTF
<% . BT —5 T >0
T Ve 2 Z oy iz [MC] T FF Uk 10mg/kg T 1B 1A 28 ARIKERAOHES L
7o b & NERER T OB BRI L 1T B 1% 6 RERT (JE) X3 30 4y (M) (ShemiR i (M 88. 4
+15. 5ng eq. /mL. M 53.4+19. 6ng eq./mL) ZRL7-,

(5) Z D DR~ DIBITHE

M ERR L
TFEIVTF
<% . BYRHT—F T v h>W

BT > M [MC] 72U FF % 10mg/ kg THAERE M35 Uiz & & KRR PN O RE i B
3R 5-#3000 ATORFFIC el BE 2 s L7z, B /M. B, I & O 722 & oLk
FEGTREIREE 3 i < L ARER, HORARAR. B RN OB RER EE ITK o 7o, BRERICRBAT LT
BRI, B G RT2REM ClIi miRE D 10%2L T, 5% 12001 Cld i miR E O 1%L T IS
Wb Uiz, —J5, MEEZ » M[MC] 727 Y 7 F o % 10mg/ kg CHIRRE O #E G Lz & &
PET > b & RERZRMER N 04T 2R LT A3, 2500 & O RITHEE T » F LY e TH
olc, Filo, WEREE HITATEER A~ DR R R DAMITRD bR D o7,

WA ET v M [MC] 7F 27 ) FF o & 10mg/ kg CHERAFK G Li-L &, A T7=03FE
HHBOBHRRIREIZT VY ) Ty MERIETH -T2, A 7 = EAMMICB T, i
¥ o BARIR IR - IRASIS N VR D ST BB EE 23 1 < . A2 & DIHRIZA T = IEE
AR & il U TR IE L 72,
<BE : in vitro>*®

[MC] 77V 7F % 10~100000ng/mL DILE T MK L7z & & MERBITHRIX
21.3~24. 9% ThH 7=,

(6) MFEBFKEEE
TFIVISF
<HBFE : in vitro>
(] 727V 7F % 10~100000ng/mL DOPFETE MIIFICHIILTZ & & A A/MBAEE
1337 1~48. 2% T o 7=, £7-. b MLIET /LT I IR (40mg/mL) KOVt b o —EEMENE7-
A AR (Img/mL) 12 [MC] 727U 7F 2 ® 10~100000ng/mL DIERETHN LT & & DiE
AL, FNEN 13.2~15.3 KT 6.9~10. 0% T > 7=,
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6.

o
(1) REEEBELR R BHRRR
TFIVFF
<& HEANT—F >
fEEERR AN S (6 61) 12 [MC] 727U 7 F 1 100mg 2GR HEIRE O &G Lz & & M
FIZZT F 7V T F U RO T EPNK GRS T RIEMEGEHY (SKL-12320) 23FFE L
7= (12 F§ft: £ COMIET OFEREIZTF 27U 7F 2 66. 0%, SKL-12320 22.3%), 5
% 72 BEM E CORP R OFEFIIZT F 7V 7T 2 KO SKL-12320 B HiL (F5-Eioxt
THEIGE LT, RPTIZENLI 46.55%, 17.45%, FEH TIIZN LI 4. 14%, 11.73%) .
FFEPTIE NS LAMT SKL-12277 (0. 79%) . —/KER{LAR (0. 24%) . SKL-12320 DiEILIA
(0. 05%) K OREENHY 2 T (0. 27%K% V0. 15%) 238D Hiviz, REOKREHIBIT S
FIERIZ, 7270 7F oz G580 50. 69%, SKL-12320 28 29. 18% T - 7=,

H coH

SN W o HUE
N +2H [ NF
YRR > RS
éN HaC CHa 7N

1 =N

HsC HaC
SKL-12320 ™~ j)L g E;N SKL-12320 D&k
(¥, 7. %) ¥ 2. ()

‘N

HC PraustFy

NJ\OH o (. 7. 38~ ﬁ/m Ju< b 3[8:

HaC
SKL-12277 —IKERIEER

(%) (%)
THI VT F O MR DHEEHTRE

<HBE  in vitro>*®

[MYC] 7270 FF &b MAF SO & 37°CT 2 BfflA v F a_X—>a v LR, [YCl7) 2
V7 F o ORRERIBNIERD T, 77U I F itk MIFSOIC K A REEITEA EZT
otz
A MRV R
<5 HEANT—F >

fERERR IS [MC] A B AL X UHERRNE 500mg &t 0 R OFRIRN IR G- (ZhZd 5 BT 3
B) L7, A PARALIARTEA SR ST, REMMEKOE ERFICHIEEND & D
WEND D,

(2)RBICEET 28FE CYPE) ONFE FEX

THEI7V ST

<%B¥E : in vitro>*®

1) FEMRSBEROFE
v N7 7Y FF BRI UIERER, 77 7T 100 pog/ml A2 1T 2 Bt
(x4 % CYP1A2, CYP2C8/9, CYP2C19 M (X CYP3A4 DFFHEILIL, £NZ4 0, 43, 29 LY
1% THY, DI VRFLEEZRLIEN, 7FH 70 7F 2 10w g/nl IINTIENT ISR LTS
L20f5EARTH Y, FEERI DT,
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2)F o B—LPAS0 12T HHEEER
TF 7Y FF R OSKL-1232003F b 7 11— AP4504y F-FE (CYPIA™Y | CYP1A2™? | CYP2A6.
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6. CYP2E1R TRCYP3A4) D45 IR ELE oz G-
ZDHWEBIZONWTE MFR 7 v Y — L& HW o in vitroskBRIC TR L 7o RE 5L, 1CsfEI1%100
pe/mLEL ETH Y | PEFRMAIO R 2 RET 5 ATtV E HEE STz,
D 757V TF o OHFHE. 112) SKL-123200 25

3)T7FTUTFUMD SKL-12320 ~ORBI-BEE T DEEE
b MEA#L X DPP-4 it e MR & [MC] 77N T U R SHELER L ROGE W, invitro
THRE LIZfER. 727 U 7 F o b RIEERE Th % SKL-12320 ~DfR#HHIZI%, DPP-4,
YU UBEEAET AMKSREEZE D) AT T — B RO A RF N T T —E R
B35 Z LRI Tz,

(3) NEBEBHEOERE S ZOEIE
MR L

(4)REVOFEOFERVEMSL, FELE
TFHITVTF
<BZE . in vitro>"
TF 7N TF o OIMKSFREY TH D SKL-12320 (22T, b MR 2 DPP-4 K O
F# (b MfH#L X DPP-8, DPP-9 K TUNFAP, t k Caco—2 #HAE/yIE DPP-2, #%A4#Hsk POP, t
ML APP, I ONC 7 & B 3K prolidase, ACE MUY LAP) (253 % PHAEIEME 4 314l L 7- &
5. SKL-12320 L DPP-4 Je OERREE SR 2% L CIHEVER &7~ & 72 5o 72 (ICsfifi >500 pmol/L)

7. et
TFr7VIF
BERERR N BE (6 B) (27 F 2 ) 7F o 100mg & ZE @R BRI O G Uiz & &, #1572 B
ETOTF 7N TF L ORPHRMERIT 49. 87+8. 39% CEMME T IEHE(RE) Th o722,
fEEER N B (6 1) (27 F 7V 7 F o 200mg 2 1 H 2= RAYEERD ., 7 HERKERAOES L
ol &, BH 216 KB ETCOTF U T F O RHER PRI 54. 255, 74% (CEHIfE S HETE
ff7s) Thotz ¥,
W) 77V SF OGS ER O, @, 77U 7F L LT LA 100mg
1 H2ME, RRKEHREIT1E200mg 21 H2ETHS, (V.3 HELCHE ©
HZH)
<BE HEANT—HF >
R A B (6 45)) 12 [MC] 72U FF o 100mg A ZEMERFEER ARG L- & &, BE#%
168 HFM % CTICHBEHED 73, 20%H3 R H1IZ, 24. 98%ASFEH I HEIE S 4u, [EIUCRIL 98. 18% TH
STy REOEPIHHENTZT T 27 ) FF o OEEITENTNHKGED 46. 55%K % 4. 14%
Th-oi,
A MRV R
<BH SANEANT—H >
fEEER N (5 ) 12 A Fak/L S HRRYE 500mg A HERE OG- L- L &, #%5 48 Bt £ T
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DR PRI I G R D 51. 6% Th o= L OWMENRH 5,

8. FZIUVARR—E—IZET HIFH

TFITVTIF

<HBE : in vitro>*"
- & hPHEZ A A OO
hMDR1 (& hPHE/=AH) FEBUHIIRZ T Lz [MC] 727U 7 F 2 O a6 550 O s 5L
TV TFUEe NPT ABOREE THD Z E BRI T,
- & FPHEZAHOBEO
hMDR1 (& hPEE7ZAE) 24345 [PH] Y% (b FPHIZABAORE) ORI
T D, TFHIY TFUDOMEER % in vitroll TR LIZRER, 727U 7F i3k
TEBFE (1000 pmol /L) IZBWT, b MPHEZAHIZL DY 2% o U link %31, 20f0E LT,
BRI UAR—Z—DREE
THITVTFUoOBHRZBIT D N T AR —F —DO G % in vitro (TR Lo,
7 F 2 ) FF 2 1ZhOATL, hOAT3, hOAT4 M ShMRP2DIE Th 5 Z & AR S vz,
cBERNTUAR—H -T2 D
BIRICHIT D T o AR—F =8 BN LIS ALk o925 7+ 7 ) FF UfE
TEIZOWT, in vitroll THRET LTSRS R. AT =4 8T v AR —F— (h0AT3) K
DT AL N T AR—2— (h0CT2) 12T D9 HEMEH D ST (ICsfE : 25. 2
N33, 8 1 g/mL),
1) hOAT1, hOAT3. hOAT4. hOCT2, hBCRP, hMRP2. hMRP4

A MRV R

<BZE . in vitro>*?
t hD T AR—Z =B E HWTZBRETORE RN S A BRI AT FEIZ hOCT2 24 L
TIRFICHEE SN D Z AR ERTWVW 5,

9. BRHFICLDBRER
TFTYTIF
<% HNEANT—F >0
MAEENT - MEENTIRE T ORIBFEAR2EE (64 17 F 27V 7F L 400mg % H[alRE 05
L. #HZICIEENT 2 I Lz & &, G580 12, 69D BEITIRFICRE ST,
) 77V 7FrORRBINT-RHELOCHERR, @F, 777U 7F L L7T1[E 100mg
1 H2ME, ERKEEET1E20mg %1 B 2ETHS, (V.3 AELOHE ©
HZ )

10. RENERZAITLEE
(1) EHEIZE TS MEDRE
TFITVTIF
BEPRESUTRERRE  EERE TR =2 > b o — LN Ry 7 2 IR R I T )
F100mg &1 H2M (F14 RERD . 128M&%E L, Fi (Simd 0 65mll L, IEEind : 65
AT ) (K D JEBIMRMT & I LTz, £ ORER, milnE OIS (SR S ER T ) 7
T YR E D Cax e OAUC) on D ST D L (90%FHE XA 1XE41E410. 969 (0. 647~1.451)
- 34 -



K. 054 (0.718~1.548) ThH V., FIpIC XD REREITRO LN T,

s ] DHEM)

( TVIL 6. (8)

Cyax (ng/mL) Ty (h) AUCy o, (ng+h/mL)
mkE  (h=13) 653 (49.0) 0.5 (0, 2) 908 (46.8)
K ERE Ot 0. 969 1. 054
(90%{5 #E X ) (0. 647~1. 451) B (0. 718~1. 548)
il (n=56) 674 (44.1) 0.5 (0, 2) 861 (37.7)

AT (CVI) [Ty (T RAE (/M F KAH) ]

(2) BHEEETEECH T 2MEREE

TFITVTIF

<5 HEANT—H >0

WREE, AERE, EEREREREMEE A MIBOETIER T ORKIE AR (ESRD) B K OMEERERL
N (661) (27 F 27V 7F L 400mg & ZEMERF LA O 4 G- L7 & & | A B RehaE BT (1
JE. WPEERE. EESE. ESRD) OfEFER AT D MAER T F ) T YREE D AUC, o D R
B O (90%ZHEX M) 1ZFZFH1.65 (1.22~2.25), 1.76 (1.28~2.43), 2.70 (1.99
~3.66), 3.22 (2.37~4.38) TdH V., BEEEDIK T D AUCe DA FED HALIZ, Crax

ITEHRREIE R DB L DT MNICXIT HBETH T,

Coax (ng/mL) Ty () AUCy-e (ng-h/mL) ti/2 (h)
X (n=6) 3349 (26.1) 1.0 (0.5, 2.0) 12533 (27.1) 7.17 (45.6)
AP E O L 1. 40 1. 65 0.75
(0%{Z4E ) | (0.96~2.03) B (1.22~2.25) | (0.50~1.11)
HEEE  (n=6) 2769 (42.6) 2.0 (0.5, 3.0) | 13370 (36.0) 6.84 (44.5)
AP E O L 1. 15 1.76 0.71
QO%ERIXRED) | (0.79~1.68) B (1.28~2.43) | (0.47~1.08)
GiYiy (n=6) 2991 (32.0) 0.8 (0.5, 3.0) | 20446 (26.1) 7.25 (20.4)
BATEEIE D L 1.25 2. 70 0.76
(QO%EAEIXFH) | (0.85~1.82) B (1.99~3.66) | (0.51~1.13)
ESRD/EH (n=6) 3396 (38.6) 1.0 (0.5, 4.0) | 24437 (28.5) 8.54 (18.0)
B EIE O b 1. 41 3.22 0. 89
QOWEHEXRE) | (0.97~2.06) B (2.37~4.38) | (0.60~1.33)
R (n=6) 2401 (34.6) 1.5 (0.5, 2.0) 7582 (25.5) 9.58 (39.9)

B EEIE (CV9) [Tod TR (/M i KAE)
R - 60=Ccr<90mL/min/1. 73m?, &
HJE : 15=Ccr<30mL/min/1. 73m’

) 77V TF o OERRINTER ORI, @%, 727U 7F e LT 1 FE 100mg

ZZ1H 20, REEREIT1FE 20mg 2 1 A 2FHTH S,

HZM)

A MRV UERRE
<BE HEANT—H >
BHEGREE 5 (Cor: >90mL/min) . BEEE (Cer: 61~90mL/min) & O ZEEE (Cer : 31~60ml/min)

DEHRREREE

JUDOEYBRENST A —ZITUTOLEBY ThoT,
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1

1.

Chax Tis CLg
(ng/mL) (ng-h/mL) (h) (mL/min)
R RE L (3 ) 1.64+0.50 | 11.22+3.19 11.2+5.2 | 394.7+83.8
R P e E A (5 1)) 1.86+0.52 | 13.22+2.00 | 17.3+21.2 | 383.6+122.3
A R RERE S (4 f5]) | 4.12+£1.83 | 58.30£36.58 | 16.2+7.6 | 108.3%57.2
Cly: B2 VT T2 ST AR A Y

(3)FFHEEEET REHICH T2 MEHEE
TFHITVTIF
<BE SEAT—H >?

HE PR RERE B (Child-Pugh Class B) K OMERERA (% 8 ) (7 F 27V FFv
400mg & ZEREREHLEIRR O #E - L7z & & | IFHERERE B B ORI A KT 2 g 72771
TFPRED Cpaxs AUCo-0 e O 1172 DIRAEIIE DL (90BEHHIX ) 13, 241 1. 07 (0. 78
~1.48), 1.17 (0.93~1.47) }KTr0.71 (0.48~1.04) Th o7,

Cpex (ng/mL) T (h) AUCy-o (ng+h/mL) tis (h)
ATHgRErE = B (h=8) | 2704.5 (31.0) | 1.5 (0.5, 3.0) | 11294 (29.7) 5.99 (58.6)
K EEO b 1.07 1.17 0.71
(90%{= #H X [#]) (0. 78~1. 48) B (0.93~1.47) (0. 48~1.04)
R (n=8) | 2522.9 (38.4) | 1.0 (0.5, 2.0) 9650 (18.7) 8.45 (29.3)

SPEEE (CV%) [T X PR R/ M, Fe K AE) ]
E) 7H 70 7FooREINERELOCHAER, @E, 727 ) 7F L LTI A 100mg

Z1H2ME, ARFEHGEIT1E200mg 2 1 H2ETHS,

HBIR)
Z0ft
LR L
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I ¥£% (EALOFESH) 1Y HIER

AAMRLE VIR YBERILBT Y F—VRERITIEAHY ., REICE2LHLBRES
NTWB BT S F—VRERILOTVEECHBEE LAV &, [2.2.2.4.8.2,9.2,

9.3, 11.1.1 B8]

1.2 BRI IHHERETOHLEE. MBS T HIHEICIE. THMIZEHEE O
BEZHERIILEERICIRETSHI L, HIZ 15 BULOEEHEBETEK., AFREDEEEIE

BICHMT L, [8.2. 9.2, 9.3, 9.8, 11.1.1 58]

2.

(fift)
A MBI RS OUST SCEIZE S W TERGE LT,

L1 ARV EBRIZBOTRICERTNERIER E LTHEBT & R—v AL THED |
FHCICESTHlbESN TS, VL 2. 225K EZ OB OHESRL, VA7 LA
HIRBORREZF T BB TR E LN &,

1. 2 B REREREE SN RERE S 0 H 2 B . Wl H [R5 T 2581213, EMRICE - TR

BEATH R CHEBEICRGT 5L, Eo, BT 75 U OIS T, AT v F—v X
NELMEINTBY, TERLARETHI D, AFIERGEOBE L EEICHIET T2 2 &,

ERRREETDHEH

222 (ROBHICIFBRE LGN L)
2.1 BAIDZAR S AT E 7T FA R RIEHN 6k LIMBUE DBEERE D & 2 B

22 IR ERE (BT Y F—v A& LT 0] [ 8.2, 11.1.1 &3]

cHEET V R— 2O RO H 5 BE

- HEOBHREREE (eGFR30mL/min/1. 73m®* Aili) D &b 2 BF TGN EE ERENT 25 T)

[9.2. 1 &]

- BEOIFHEREDOH 2 EH [9.3.1 3]

- DMER, MBI EEDORSE (v a vy DAL, LR, IMER%E) ObbEHEK
O O OKEE S MUIE 2 00 VIRRBIC 6 2 B [HRKBIRERE O LI X 0 FLERE A )

45, ]
* BAE D BFESOIBACKE N RS S o B (P, IRHEFOFGEEOH 284, &1

IS R 7 FR )
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RIVEF O FAE FEBUEFIE (%) RIEH O FEHUEFIE (%)
[ L O] 1 (0.4) RN 4 (1.5)
AR i A 1 (0.4) i LR A N 2 (0.7)
[BIEEE] 9 (3.4) TANRTGXUERT I ) T 1 (0.4
TR 3 (1.1) 27 =T —E I :
NE R AN PR 2 (0.7) TI7=VT7 ) N TV AT L (0.4)
15K 2 (0.7) Z —P N )
HER B 1 (0.4) 72T —Hn 1 (0.4)
PE(HRESE 1 (0.4) i HR R EE N 1 (0.4)
(FKFRIF)
RIVEMIAA %, TCH EBREHE A FESE A AGEM (MedDRA/J  Ver. 20.0) OFERIKRDME (SOC) I L OFEAFE (PT)

THEH L,

9. BREKRBRERRICRIITHE
BE ST
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10. BERE

13. BERE

13,1 ek
ARFEAIVICEVABRT v R—V AR A ENBb D, [11. 1. 18]
13.2 e

13.2 1 A7 v R—= ARRBO LNTHE1E. 7TV R—V ADOMMIE (REEKFET bV 7 LFE
)L R GREFIR) | MIEENTEE O 2 AL E E 1T,

13. 2. 2 MEENTIRRE P ORME R 2BE T 7Y 7F 400mg™ Z AR O &5 L, F5%IC
MEENT 2 s L7z & &, FEREO12. 98BI FICERESNEY GHEAT—4) |
E) 77V FFUoOERI N HEL O EIZ, @E, 1B 100mg 2 1 H 2 B, HKE
HEX 108 200mg 2 1 A 2[ATH D,

()
A R AOL S BRI BE DU BT ISV CROE LT,

11. ERLEDFE

14 BRALDEE

14.1 ZRIRMFEFDIE
PTP GZEDFEHNL PTP > — O HD H U TR 2 K 5488425 Z &, PTP 2— F DA
LD WSS BIEREA~EA L, IS E B 2 L CHEtRIAR SO EE 250
FEZDPRTHZENnH D,

(fiEsL)
SRk 8 4E 3 H 27 B AT HEGHEIEE 240 B (PTP O IZHONWT) | BRE LT,

12. ZOMDEFE
(1) EERERIZED C1EHR

15. 1 BEERERIZE D < 1F#R
A AU TR O MPEE TR OG- RICT oA T o EBEERER A B 5T 5
Zlicky, RIENSEZ DT W EOHRERH S,

()
A ML S R BE O YR BT SV TR LTz,

(2) JERRPREABRICE D < 1FH

15. ZD/DFE

15. 2 JEERIREABRICE DB
MEEZ ~ M7 270 FF 2 200, 600, 2000mg/kg/ H (2000mg/kg/ HBEDHEIZF S 71
LI 1000mg/kg/ HICHHRE) % 104 HMKER G L7 AREMERBRIZS VT,
2000/1000mg/kg/ H #ED I TRl O M8 PIIE O A BB BEIN L, 2000mg/kg/ H #E 0 iff
(60 il 1 f5) TlRERO ME WIERGRD BTz, F7=, 2000/1000mg/kg/ H #EDLE TR
DEDRAT 1 B FLENE D38 A B EE (I 71 23580 Hivtz, T > MTT 27U 7 F 2000
1% 1000mg/kg/ H 2 JAERE OB G- Lz L 2 Og#EE (AUC) X, K TORAKESE (1
[l 200mg, 1 H 2[E]) @ 200 f5LL E3UL 140 f5LL EThH o7, B, ~ U AZHWT S
7V TF OB AVJFPERER Tl TGO AESEEINTEE D bR o7,
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(fife)

TN TF B LEFITE DN TRIE LT,
TFHITVTFDT v hEAWZNAFMERBRIZIS VT, 2000/1000mg/ke/ H £ T O
1M WIEDOFEAEBEE AN L. 2000mg/kg/ HFEDOHE 1 I TREED MLE RIEAZRD b/ Z &,
B OY 2000/1000mg/kg/ H BEDHETHREMEDREAT b B FLEFNE 0O F8 A= 45 L | FEAME A 2358 60 & v 72
TEMBRERE L, ((TIX.2. () BAJFEMERER] DOESMR)
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X. 3E

1.

RERABRICE T SEE

B-3 5
(1) ZESNEHHER
VI BRNSEBIC B3 A2 THE | OHES

(2) R& AR W

TFHETYTIF
) ELZigi P 50 % ) ]
BRI H . AABR LA
(1%, Bhim%o) B 5
Hh —WRIEAR B O TENZ o, HE
UiEs ) 7 v b
if KIE1EM 500, 1000, 2000 | s2#5870 1
& (K, 6)
% (TrwinDZE%) mg/kg
o . i B I, HiE]
g MG, 1A AR B R O 7> bk
e 500, 1000, 2000 | %7 L
= IR EIC KIETER (K, 6)
" mg/kg
v ME in vitro ICs : >300 u g/mL
hERGFE I KT+ 1EH
Pk S 30, 100, 300 |30ug/mL : 28721
Ry F o T FE)
HEK293 wg/mL 100, 300 u g/mL : hERGFE RN H]
30 g/ml : B L
™ N AR U e S: T isa ! ENEY B in vitro .
1L X o 100 12 g/mL : APD3o-goH %M 0D =i B
% W EAETEH fi Y FLEE 30, 100, 300 )
e \ 300 12 g/mL : APA, Viax. APDso. APDso/% URAPDgg
- (B NEARIER) AR p g/mlL L o
FAHE DARAB . T ONZ APDyo oo FH 6B 0D B 8
M, CA% K OV EX o, HmE
M FRERA X 30, 100mg/kg : B#87 L
ZRAETER 30, 100, 300
. (. 4) 300mg/kg : AT DQRSHFE D IE £
(FLARNY—k) mg/kg
200mg/kg: JRHFT N U O AR O Y 7 AgEE
3 (L JL gyl
o, HmE
JRE, RPERE RO 7> bk 600, 2000mg/kg : JRE:OHM, ORI
200, 600, 2000
i REHETEICRIFTVER (K, 8) y rU A B DA KOS ORI
. mg/kg
W WO HEIZBWTY, JRIZFBTE AR
R
5 L
i
EA3 200mg/kg : SR L
i e, HE
SREBRMACIE I f B O pE A 600mg/kg : SRERMNIEE EDOIL T
) 200, 600, 2000
K ORI LIETER (#, 8) y 2000mg/kg : SRERUAIEE B K OV ifn S8 B o>
mg/kg
KT
= 3 e, HE
= ‘ 7w bk 200mg/kg : BB/ L
V2| BRI RIS 200, 600, 2000
;% (., 8) " 600, 2000mg/kg : HHPEHIFDIKT
mg/ kg
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- B B R o
BRI H 5 BRI
(M. B %0) BhHE
o, HE
7 v b 200, 600mg/kg : S8 L
IR S RE N K AE TR 200, 600, 2000
- (., 8) 2000mg/kg : /)NGEgEHE D HNH
é% mg/kg
%2 . O, HE | 200, 600mg/kg : HEAR L
7
B K E 9 EH G 8 200, 600, 2000 | 2000mg/kg : pHD F5H-J RARTF S L 1EMPE DK
KE. 8
mg/kg TEm
38.3ug/mL : BB L
FZFET A=A M kD in vitro 115 g/ml : B A% I VINHEE LR OET
g S B i S A& 9 1E EJLEY |k 38.3., 115, 383ug/ml: EAZ IV KRONTEF LAl
ﬁ (TFralr varRH Fié H B 383 u g/mL SHe e L RO
e
EA ULV DA B FEA (100, 300, HAEANY v AR O T b= IGEICRHT 5
o k=) 1000 pmol/L) | YERNENZT 27U 7FF U BEMDOIER I
L

APA ¢ JEENVENLIRNE . Viax © BlORILH 25 0 BREE . APDy, : 30% 20 MR /E B BN FRGe . APDso : 50% P40 Wik I % )
BENLFHGEIRFIR . APDy @ 90%FF /0 W FFE B BE AL FFBEFE] . APDyo-go : APDgo & APD3o & D72

(3) ZDHhDEEHER © (B35 EH)
THITIVTF
TF 7N FF RO b TOENHE TH HSKL-123200%, 100K 500 1 mol /L TR L 72\ 4
no7as 7T —8 (32f) I L TCHHFEEREZ RIS Rrote, £lo, TFHI7 IV TFF AT
SKL-123201%, 10 z mol/LCaHlli L 7= W TN DZFIEKRL OA Ao F v XV ERERY T ReED
fEe (60FEFH) (Zxt L CHHEBFER A2 RS RoTz,
77U TF X550 pmol/L THUCD3 e HUARIEIZ K %~ 7 A iulig b >k T Al ia o> HE5E & OF LPS
P X %~ 0 Z g b >k B IR O HEFEIC & U CRREAEH 2R S 2o 7,

2. HMHHR

(1) BRI S SRR Y
TFHETYIF
B FE EREC S 5% (mg/ke) RS D EIEE: (mg/kg)
N 2000 WERE © >2000
7w b
FARN 125, 250, 500, 1000, 2000 HERE © 500~1000
A~ X o 100, 300. 1000 HERE - >1000
v B’ 30, 100, 300, 1000 HE-E - >1000
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(2) REHZEHMHER

TFTYTF
#5101 Beh & A B
W E EXAT)
Be 51 (mg/kg/ H) (mg/kg/ H)
600mg/kg/ A LA E : FF&EEOEIN, (HE) HARIRER B
FeDREAR, () BARREOBINNE LS R E O ZEH)
478 2000mg/kg/ H : KIMORiEHE LR o2k, Hile, /N2E
Z v bk 200,600, 2000 |  #EHE : 200
g LR IR, () FURIREE OB, () &
KEDOWINZ LD JRIREMOLE), () BE ERo%k
M, () RSB B CREFENMIRR IR B
400mg/kg/ H LA | (3= & L T2000mg/kg/ H) : FEKEDOHE
NS RREMOESE), () AfmprA, () Mhgc
DOBESNE D TTE
2000mg/kg/ H = KK OVINIM D IRiES # Rz o Z2fufb, His
. AFIRE R OHN, DEPOFEOER, ()
- FORARE R OB, FURARIEIE B ofEK, mAEhT g
]&
. 100, 400, 2000 | WfEMAE - 100 | B DOI/E A J OTSHER EE OB NE ], (FF) FEME 03
wn
. N FROVERRAL, () FEIL LR REP IR % OV -
7
Bow, (M) SIEESEOREMN, (M) 7EEEORD.
() FREREF MR O KA, (M) 7= NIRRT O 2.
(E) JERGIE bR ok, (M) Zifpr R, (HE)
ik COBESE M O TTHE, HEFRIMERR OB, NERIRAR
MERD H IR
. 1000mg/kg/ H : KA K OV OIS # Lz o Z2fafb, &
pli]
. 100,300,1000 | MEHE : 300 | KEOHMAEFLE S RRAEMEOZEE), (M) BRI LR OXb
g
- WEME, () PERBIER . 2R
- 300mg/kg/ H : a4k DHEAN, QRSEERH] K VT MG DT E |
i}
S4 X o 30, 100, 300 | MHEME : 100 | HleE, HCOE SUTREIRE, EEMSOSEENE, BB kLR A
2 qul
. B L KEREER OB
60mg/kg/ B LA E « (M) 4 7 B LR
200mg/kg/ H LA E @ QRSFH DICE:,  (B) 4881 72 B b
438 60
60, 200, 600 5
w0 M - <60
600mg/kg/ H (—#F200mg/kg/ H) : fFEEE O Z £ 5
HL O F AMERF AR D AE R
133
10, 50, 300 HERE - 50 300mg/kg/ H : QTc[Hf@ DIt
s
523
10, 50, 300 WERE - 50 300mg/kg/ B : PRIEIFEDIER:
g
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(3)BEHEMRAEBR (in vitro, in vivo) ™
THEITIVTF
In vitro 3R T o 2 M % HW T8 IR 229828 BB, L ONFFLBEG M 2 72 Y i (R 52
HRER, T in vivo B CTH D T v b2 W7o/ MZRER K OASES] DNA 5 (UDS) kR
ML 7o, Yet R B RERIC IV T, R E O RENE ML RIEGFIE P T E R LT
W, WO TEME (3835ug/nl) TOELTH Y, EMORBRTIIEETHST-Z &b,
TF 7Y FTF N RN TEEEE A R T ARV EE X b,

(4)PARHERR (v A, T k) @
TFEIVTF
~ 7 A% I C 1043 RO 1 #5208 /USRI RRBR (200, 600 % UM2000% ' mg/kg/ H) % St L
T A TTF7IVTFATBARHEITRD bivie o1z,
T2, T v MEAW 104 B SERE 0553 A FEMERER (200, 60072k (82000%°mg/ke/ H )
BEELIZE Z A, 2000%°mg/ke/ B Ol Tl O M PIE O F A S E OBEINA R 54, 2000mg
3/ kg/ B OMELEIOFFIIZ & [AER O A& AIEA L bz, £72, 2000%°mg/kg/ H OREDREHEIC
BT, fEA R OAT B O BB R DS AEBEEE DN L, AT bR FLEBRIE D F8 AL B
HIME R A R Sz, (TVIL 120 (2) FFERARGRBRIC IS < 1) DIES )
1 : MEXTATE LARE1000mg /ke/ BHCIBE: L, 10238 THIF L7,
2 MET1018 THI L7,
%3 : M 99 3 THIM L7z, MENE 71 LIRS 1000mg/ke/ HIZ & L, 84 3 THIM L7,

(5) EFEFE SR ¥

TFITYVTIF

1) ZREE KR OEIR £ TOMIIRIEAICET 588k (7 v 1)

< WP 55888 (200, 600 K T 2000mg/keg/H) >
—RFEIEFIIEE L LT, 2000mg/kg/ H CIREHINING] ., BEFEORA . BKEOHN,
FTNECEE B O BN, FEEO/NUAY | FEE K OUF L K E B ORD | AEHE D2k b 022k,
ONTHE B LR OB FENIE 1 OWD B OVEENAIRER IS 3 /L b Tz, HESh) o A5k RE 1S
KIETEL LT, mmm&yaf%¥ﬁ&@ﬁﬁﬁ%$®ﬁTﬁﬁ%h iz k=
JRRBIZIE R LTe, ARSI AL WAII600mg/kg/ H £ TRD Lo tz, —fkiEME
%%ﬁ%@E&Uiﬁﬁmiﬁféﬁ%@E\%UK@%%%Eiﬁféﬁ%@Ei\m
T H600mg/kg/ H & HEE 7z,

< MR 5-5BR (200, 600 1M2000mg/kg/ H) >
*x%ﬁ?%%@&b@6%m&yﬁuhﬁﬂﬁﬁiwﬁm\%%m&yETWEﬁm%
OB BORD, WNZEBKEOMIMN RN, AFRHEEICKETEEL LT,
2000mg/kg/ H CTHEJEMIDIER 2 B b iv7e, IR 12 & i?‘%ﬁ’iﬁ RO BRI T,
WEE ) O — M Tk ) BE R M T 12 200mg /ke/ H . AEFEBEREIZ B9 5 MR M & 13600mg/ke/ H |
WIS A (2 B4 % MM B 13 2000me /ke/ H & HEE Sz,

_53-



2) % - IR AICET 23R (7> b, UHF)

<7k (200, 600 K TX2000mg/kg/H) >
BBV R E T — i e 8 & L, 600me/kg/ B LU E TREAKEOHIIN, 2000mg/ke/
H CHREEINE &K OCEBEEORD, WNCFBEEOEMA L 6Tz, UL, AhkEE
WZRAETRBIIFE O Doz, IR - fJRIRRAEICKITTHEL LT, 2000mg/kg/ H THR
ROFEHIEIEZ R’ 2 AR RARE ORI NI RHEE Db O K OV E
BEACROBEm RS A o7, L, e HEERIERD bhigiroTe, REWo—
PR R T 12 200me /ke/ B . BEENY) O AL GiEkEREIC BE 4 5 MEEEME A 132000mg /ke/ H |
IR« BRI BE 9 2 M &1 3600mg/kg/ B & H#EE Shuiz,

<UHE (150, 300 KX 600mg/kg/H) >

REENIC T T R BRI - LT, 600mg/kg/ H CTHEE B DD MY, (KFEHEIN
PN % OMBEE B OV 2 RS-, B ORI RIT T 28 L LC, 600mg/kg/H T
WMEN R GNTo, B« BBIRBAEICRITT BT O b o lz, BEW)O—EMET/m
IHE T 1 B Ny OVE BB RE (T B4 % SRS P &1 3300mg /ke/ H . IR « BR VR I8 /B I BE4 % g v BT
600mg/kg/ H & HEE A7z,

3) H/ERT R AR DR AT NS RHEOBKREICEI T 2538 (7 > B)

<Z v b (200, 600 K OX2000mg/kg/H) >
BN RTS8 & LT, 600mg/ke/ B DAL CIEEEE OB, REBINIH
J OMEZK EDO¥EN, 2000mg/kg/ H CHAEE EOMEMA R Hiv7z, LasL, AFEHREIC &IE
TRBTRD N2 o7, HAERICKITTREL LT 600mg/ke/ HLLETRFME (K
HEINIEHD) NRONT, UL, shEab, A - RKAMHRE. 178 - 78 KOG RE
XTI b oo, BEMO ik EE AR BT 200mg/ke/ B, FFE)
Yoo LSk RE I B9 % Mg M s 2000mg/ke/ H . HAEIRIC B9 2 M &l 200me/ke/ H
EHEE STz,

(6) RFTRIMILRER
LR L

(7) ZDihD4EHEME

TFITYVTIF

1) FURMERER  (ErEy b, w7 X)
TAETY FEAVTREBEEET T 7 4 7% — (ASA) USSR NRMESZHLET 7 47
Fi— (PCA) BUtZ., v~V AZHWTHRIE (T v ) PCARISEZIToT2RR, WTFhox
JISBRIETH Y, 77V FFonHURME A2 R R RIRW L B R b,

2) suE R (7> b)
7 v b &AW TARFRAERE D512 X 2 e atEai (200, 600% 1U2000mg/kg/ H) %5
fiti U7z TR AFPERURI X3 2 B BT EEAERE R VY N ERS 7 v Mokt 2 8%
B Lz, ZO/E, WTNOBIEIZBWTH T 7 ) FF U BGIZLHEEBIRD L
WY, TFH IV TFUonpEEE A R T AR RIRW EE X BT,
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X. EEMFEICEY HEE

1. REIRXS
o Al A T HECAEEELD, A N7 ELEEE HD
BIFE, LGRS (EE—EMEORSTZEICLVENTLZ L)
By 77V TFF S LA
A ML MG ERE IES

2. BXEARM
HENHAM : 34

3. BRRETOITE
E=tITRESES

4. RV EDEE
A% L7

5. BERITEM
BERMERMTAF AV
<FYDOLBY . AV
ZOMDOBEITER : A T FEASELD - DERA S5 BES A~ RIPD Y R 7 F/MEIE
FO-OIER SN -EH) (T EICET5EA ], X, HE
Z O OBIEE R DHES )

F—Ro 3 AKANX, 77V TFURORA MRV UHEBIEZ G0RARTH 5,
TF Y TF AL =—§E 100mg
A RV U« A MRV HERRESE 250mgMT [ =Fn), A hARL I MR
HEBE 500mgMT T = Fi1 |

M % 377U TFo A MRV CEERES ORERE SR

7. BEEEEFEARH
201249 H 28 H (HA)

8. HWERFZAZDFABRUVARES, EMBELNHEAR, REMAKEAR

LSRR A FRAE A A TR SR FEUENGEAE A B | IRGEBAMG4EEA B
A NTF

2018 429 H 21 H | 23000AMX00819000 | 2018 4E 11 A 20 H |20184E 11 A 21 H
Bl HE LD
A NTF

2018 49 H 21 A | 23000AMX00820000 | 2018 411 A 20 H | 2018411 A 21 A
Bl A 8E HD

_55-




10.

11.

12.

13.

14.

AR

BEEHR BIIMBERLAREABRUVZORNR

AR

BEEHM

44 2018 -9 H 21 H~2022 49 H 20 H

B EEAREIR BT 215
PR PR HI) N OV QIS ONZ R R YR | S SRR G5B K N E O D R S (CERk 18 4FE
B E R 107 B) O—ERATE L= SERY 20 4FEE A 5l E 45 RS 97 B (SR 20 4£ 3 A 19

HAT) o TSI LIRS DTV SRR 1213

. MEEXRIIZREMN RERVAEXEENFNOFEABRUVZNORE

Y LRV,

£#Ea—F
. JEA @A S IEYE | ERIEIESL T — R | T NERE
74 . ) ) HOTOHP HEZ | i
UG EEE S = — R YJ=2—R) VAT Afa— R
A N7
3969109F1021 3969109F1021 126545301 622654501
Bl & 8E LD
A NT S
3969109F2028 3969109F2028 126544601 622654401
Bl & BE HD
RIRHBTLEDFTE

BARWANR
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SRR

. BIRAX#ER
1) BAKERIF S MR- % BERIRIBIR AT A 1 2018-2019, 3COtH:, 2018 ; 60
2)HWNEERL: TFH T U TF e A NERAVI O ENER (A A =—8 &KREHH 12012
£9 H 28 A, CTD 2.7.6.3.9)
3)HNERL: TFH Y T F B MR (A =—8E ARFEHH 2012 429 H 28 H, CTD
2.7.6.5.1 & TXCTD 2.7.2.3.2.5)
4)HENEE: A FARA I KT DT 7Y T BN EE SRR GKERAEA B 2018
9 H 21 B, CTD 2.7.6.4)
5)HNGEEL . 7Y FF ATk D A MRS BEIPEHERER GKERAEH H : 2018 4 9 A
21 H. CTD 2.7.6.5)
6)Drucker DJ, et al. : Lancet. 2006 ; 368 (9548) : 1696-1705 PMID: 17098089
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2)Miller RA, et al. : Nature. 2013 ;494 (7436) : 256-260 PMID:23292513
3)Cho YM, et al. : Diabetologia. 2011 ;54 (2) :219-222 PMID:21116606
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6) tENEEL: 7F 7 U FF D DPP-4 2t T A HEMER OfE (A4 =— WHEHH 2012
£9 H 28 H, CTD 2.6.2.2.1)
1 7)FENEEL . 7F 27U 7 F D Zucker fatty 7 v MBI DIPFRESGEERH OB (A4 =
—fE KFREHH 1201249 28 H, CTD 2.6.2.2.9)
1 8)fNERL: 77V TF oD K 7 v MBI DMMPEEREEA ORF (A =—8 &R
FEHH 201249 A 28 H, CTD 2.6.2.2.10)
19)MNERL . 77U 7 F o OREBRIBICKT T D/EH (A A =—8 #&REHRA @ 2012 4 9
H 28 H. CTD 2.6.2.2.11)
2 0)NERL . TFH T U TF U OREFERNCEB T DY ENRE - HEE R (A =— AR
fFHH 201249 H 28 H, CTD 2.7.6.3.1)
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2 BUBE PRI
i, TFH 7V TF U RORA MRV B ORI L DI & S D56
2R %
<BHBESUIBNRICEE T B 7EE > X (V. JRRICET2EA ] OESMR
MEROH &

WE. AKX 1R L8 (TFF 7Y 7FF o/ A Rk R & LT 100mg, 250mg X%
100mg, 500mg) % 1 A 2 [AIFAX (2R D &EHT 5,
<HEEOHEICEET A EE>IT (V. BRICET2HEE] 0ESR

SHETOFETEIRIL (2020 45 4 7 HIE)

4 it [£]

o4 GUARDMET tab. 100,7500mg, GUARDMET tab. 100,850mg, GUARDMET tab. 100, 1000mg

Stt4 JW Pharmaceutical

FEoEEHA 2016 £ 4 A

Vilviz T AN AT —T TR
= TFINTFF A AR R 100mg,500mg. 100mg,850mg. 100mg,” 1000mg

100,/500mg : 18T F 27U FF > 100mg. A hRNL I IR 500mg
100,7850mg : 1 #EH 7 F 27U FF o 100mg. A haR/L I L HEFEE 850mg
100,71000mg : 1 27 F 27U 7F 2 100mg, A LR/ HEEEYE 1000mg

KN, TF 7V TF U ROA MBI O RELERETH 5N 2 BRI
FHOMmBPEa Y ha— &l ESE 572010, BFERIE L OHEESFREORMBA & LT
IR | 5T %,

« A RV COEMIRE T IS 2 b r— L TE RV ERE

cTF TV TFUROA MR U ERE AT A5

20

anp
[Ny

AFNOHEX, FHHD 1 BRRKETHDLTF7 U 7F L 200mg & A AL
2000mg % 8 2 72 WEIFHN G, AohtE & BRI U CGRETT 20 ERH 5,
AR OTAREIL, BEPBIEITHONTOHIERICSC TR NS,
AFNL, A MRV OERICEET 2 BIFORIER AT 272012, 5L —
21 H2ERA LT, A IIZEZ L Tdiude bz,
AHNX, T EMAIAT Z &,
AEROHE | 1) A MRV OBEMEECHICmER 2 ha— L TERWEA
AR OMAREIT, BEOBUEDIREIEZISE LT, 77U 7F2 100mg 1 H 2
[ (1 H&FF200mg) KA PR CBEAFH &AL L, AH] 100,500mg, 100
/850mg 1% 100,71000mg 1 $£% 1 A 2 HRAT 5,
2) 77V TFUROA MR OO LD
TFHTVTF KRR SRV OO RIEN G ARANCGI VX 256, 777
UTF U ROA MRV OBEFEOHENSEET 5,
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ARIZB T HHEOEREATL2BEICHATH2EE 9. 54 OHEOLEIILLTDOLEBY
ThHy, A—ANTZIUTORELE TR D,

FEDOERERT H2EBFICET LR 19, 54w

TR TR L CW D ATREME D & B &EIc i3 & 5 Len 2 &,

TV TFoTIE, BER (T v N TRE~OBITRREIN TS, A RKRALI T
X BER (7 b UHFR) TRIE~OBITRREO LN TEY, —HO®mER (7> )
TRFBEANBRE SN TWDEY, £/, MRITIBET v F—v A2 LTV, [2.6,
11. 1. 1zM1]

g
F—A T VT DOH A NFRVI R - C
An Australian categorisation of risk of drug use in pregnancy (2020 7 4 B BHAF)

2% O

<A —ABFZ U T D5EE : An Australian categorisation of risk of drug use in pregnancy>

C : Drugs which, owing to their pharmacological effects, have caused or may be suspected
of causing, harmful effects on the human fetus or neonate without causing

malformations. These effects may be reversible.
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