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5.3, 5.4 JjHIIE LT, AAIOMH 2 BEtT 255 1DV CREsl L 72,

5.5 77 UTF U UTA ANV VRO M ERE N LEREBE RS FRA OGO
FREYTHLIGENZZ LD, RE LT,

3. FERUVHE
(1) AZERUVRAZEDHEESR
WEL RN 1|1 g (77U TF /A MR RN L LT 100mg/250mg X
100mg/500mg) % 1 A 2 [AFA4 I AKET 5,
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(2) AZERURAZEDRTERE - 1B
TV TFUHEAOEGEEIZIA2EITH Y A MRV I CEAOREEHIZIA2~3[E]T
bHHZ LD, FHEADOPARICADETIH2MEE Lz, 72, BARARERERA B2 551
BN e K V2V RIETREO ROV TG L7258 ITHEEER (AM0003) (238 T AH
BRELTEBEOT 70 FFUROA MRV CORYEIRRIIEFIC LY RE B2
RN EDRENTZZ EnS, BEEEITIH2ERAY EFRE L, (VL 1L (4) &% - JRASE
DFE OHEZM) BARNERR A B2 5510, ARH) &4 BA L O LY RS ERAG 21T
72 o 7= F AR R (AM0002) Dt J Je OARHIND & AKILDOIEHFB R OFER L 0 77V 7
F U ROA MRV CHABIGEE & ARFE OAEYTFRIFEMEN R S LTz, (TVIL 1. (2) BRAHER
THeER SN mHRE ] OESH)
A MRV VBRI T AT 7Y 7T BIPERIC OV TRRET L 72 S5 A SR (AM1001)
KOT F 70T F Akt T 5 A MR I R BN IZ O W TRET U 72 5 AR
(AM1002) DFEF LV | A 7R /L 2 2 250mg 3 I1E500me, 1 H 2[R A 512 & 2 19 TRHRA+4
PRI R IR B IR DT 7Y FF o 100mg, 1H2E O EREHRE, KT 7Y FF
100mg, 1 H2[EHMEL 51T X 2169 TRURA A0 72 2R E RIS B 1SR4 D A B ak/L X 2250mg
X1%500mg, 1H2MID EFREEGOENEN RSN, /o, AMI002OFER LY, 7F 7V 7
F 2 100mg & A KAV X 2 250mg D1 H 2[RIFFHIC L IR TRYEA 53 70 28008 JR I - 1o k3
%A AR/ 500mg, 1H2EISOEOFIEN RSz, (([V.5 (4) 1) ARh RGeS
DIHZH)
PbEXY . RROREROCHEICOW L TlE, RAELIEILEE (7270 FF /2 Rk
JU S U HERRHE & LT 100mg/250mg X 1£100mg/500mg) A1 H2EIEIA IR O E545, | LREL
72

4. RERURAEICEEY 5EE

1 AZERUVASCEEYT 538
2 FE O RSB BEREE O & 5 B8 (eGFR30mL/min/1. 73m* LL_E- 60mL/min/1. 73m® A5) Tid, A b
B OMPPEEN EF L, ST Y = ADRIY 27 BNEL RDATREMEN D 5720,
PLFORICEET 5 Z & BEIZ eGFR 23 30mL/min/1. 73m? LAl 45mL/min/1. 73m? A D & 1214,
15 EORISERNEEE RS L S A S Ao 952 L, [8.2,9.2.2,11. 1. 1,
16.6. 1 &[]
« A MBI B ADVELI VG L, DIREBIE LD ORAIIHET S50 L, EHEICHR
HEZMET LI ENMUETH LD, KFEGRT 70 7F o ROA MRV CHEREE
DOFEHANOPFAFIEL 0 #EYTh L 0MEEICHBT5 2 &,
cAKFNCEENDT TV FF U ROA MRS VRO R, FTRIORT A MRS R
HWHAIDO 1 BimE 5 BEORRHEE LT, AROFGREEZRD L Z L,
(235) TEEOBHIEREOH 5 BFITHIT 5 A MRV VEBIERAIO 1| BiE&E 580

H %
HEFLRER AT & (eGFR) A MRS VSR L LTCO
(mL/min/1. 73m?) | 5D B =™
45 = eGFR<60 1500mg
30=eGFR<45 750mg

WA ARV UHEERE A OARAET 1 AEE 1 B 2~3 RIGEE 5 TH LN, AF (7F
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s BEHE LY HERENCEKRE (eGFR 55) ZER T 272 SEEICHB LB L, K5OG
KOS5 BOME 2152 L,

TN FF AR R L LT 100mg/250mg X 1% 100mg/500mg) D& AEIT 1
M 184 1 A2 EEETHD,

/

(figt)

A RV CHRIRIESE DR

Wiz oW

RE LT,

R OBSRERE O H 5 BEICIT, oA AL I VAL O LED, A bRV Ui
i LT 1 BEEHEGEOHZEZB A e WEHTCOFEAZHREFTT5Z &,

B, AT TEAHEH O X MR ERBEE LTo 1 HEG-8EIEL 1000mg TH Y, eGFR 23
30mL/min/1. 73m* BA F 45mL/min/1. 73m* Rl D BE I H A MR I VERBEEO 1 B imis
BOHL 150mg A D720, YHEE~KET 5613, A T TERAEFELD (X bRV
HEEAHT & LC 1 H#58 500mg) O EMmad+5Z L,

5. BRERAUIE

(VERT—2/1\v 45—

ENEERRIR S GRITEED

R4 R x5 M
o A MRV VEBRIEIC T 577 ST B
A KRV AT . - e - .
o 2 BUBEIRI | O IR SREER G5 1 7 F 2Rt &
TSIV TF AM1001 ) . . .
o 209 15 BRI, 24 8 2 ] JFEHRER,
BN .
EAlgE 28 1)
TFT)TF T TV ST KT B A MRV B
2 T JRIP N e e . . .
54 B A RV AM1002 158 i INPERFER (777 & A x B SRR ek
BINPEH B, 243A)
P HEROBRGICBIT A7 F 70 7F /A bkv
IR AM0002 QWJ I U OBLA R & RO O AR
PR F%MERER EER. 2 817 7 24— —BR)
R N | EEER O3 DB 2R (&
BROZE AM0003 S
12 151 Fow®) FEeEm. 2#7 o 24— —3 )
MM H | T TSF S DPLOCS QIMEIRIE | A RV L O EAEARBR T L3
L= A RFRLI 18 431 YEhke GESH. 3 W7 v 24— "—HBk, 3 )
ENEERRER— S (B3EEE)
R4 HERE 5 POE- G
TFIYTFF T SUAISUIE BG A & O fFAREICE T 5 E#&EER
EAIgE & SU #I Xk BG SK-0403-02 Zj; B (5 1 8 7T BRI T SRR i
It 128 28 IEEHmEAR, 40 8)
MG ARRBR—E (5 EE
R4 HERE 5 POE G
T I T B SK-0403-2. 01US 2 HUBEFRIE | 2 BUBEFRIG A IR A I EIERAR (TR
K E S AR CKkE, 41> F) 625 14 KOV R B S AR e ia B, 16 8)
T T B VE TV TF AT HIEL MR G 1L E
CWP-DTANA-302 2 BOBEIRIE | _ . . v e
i [E] 55 TIUAH ] MR T HE SR RRER, 24 8 2 .
o B (=) 180 131 . .
ETN)FF LD FCEFRER, 28 i)
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(2) ERRZEEHER
1) %% DPP-4 jE I3 S 4EF

2 TRUBE PR R B (2 351 5 I DPP-4 1EPEFHE SR (DP1005) 2

BHEPE TR FRE EBRE TR =2 > b o — LSR5 7 2 BRUBEIR 5 FR B 18 151 % ¢t
RLLT, 7FH7VFF100mg 2 1 A 2\ (FHREER) . A PRI 500mg 2 1 H
2\ (FA4 RERD . 3 BRIEMSUIIAR NS L L &, SiRM%GAT 3 B E) omiE
DPP—4 IEMEFLERIZT T 7Y 7'F B 55 L OF GR350 T B0%FEE TH 1 |
DPP—4 JEMEFRSE 133 5 12 BRRI#% £ TR L 72,

2)4 Y LFUIZHT B1EH

@ 2 BpEPRIF B H 1T B MBS ERY GLP-1 2 BE EA/EM (DP1005) 2
BHFPE T RFRE - EIRE T 2 v e — L3R/ 2 BUBER R (HbAlc
6. 9%LL | 10. B%A . £F#n : 20 5k LA I 65 i) 18 il A %f5 & LT, 7527V 7F L 100mg
1 H20E GAYEERD) . A MR 500mg 2 1 H 20 (814 &ERD . 3 HFEHM
NI O ES L-, T o, #5 3 B B OHRFO MAEEHER GLP-1 JREIX, 3R
R H-R17CIX 0. 95720, 535pmol /L CEME HHEHERE) . 777 U 7T o Bl R CIX
1.76£0. 759pmol /L, A k7L X > B 50Tl 1. 90 1. 21pmol /L, PR 5-RETIL 4. 11
+1.57pmol/L ThH V|, BB HAT & L L COWTNOBEER_FTHLAERICER Lz (REA
NIRRT NV N8 - p<0.05)  F7o, JFHEGRHIT 527 ) 7T Bl
B ONA RV B G Ll L T EICE o T2 (RADIEDRET L E A
7255 B3 - p<0.0001)
M AETEPER GLP-1 Y AUCo-en 13, SRUBRIES H-ATCIX 11. 422, 93pmol- h/L, 727 U FF
B T3 24, 624, 51pmol- h/L, A has/L 2 B 5 C I3 25. 6£9. 45 pmol- h/L,
R4 G- CI% 56. 5£20. 4 pmol- h/L TdH ¥ | sBFKR SRl & ik L THEIC EA- Lz (R
ERRNIET V& RT3 - p<0.001) , Eio, BIARGRHEIT S 7Y FFUH
P GRE R ONA RV R SRR E R L CARIC ER L (REDERDIEET L&
W53 #oAT © p<0.0001)

@ 2 ALPE PR IF B H 1T B MG LR GIP 8 ES/EM (DP1005) 2
TFI7VTIF
BRSO IRIRE G EERE TR = o a— L3Ry 2 BRI R 18 1] & %t
GLLT, 77V TFF o 100mg 2 1 H 2B (FYEERD . 3 AMREATREG L X,
M AEEPERL GIP J2EE AUCo 4 (X, 7+ 2 U 7'F L 5.5 Cld 35. 640. 9pmol- h/L (FIIfE =
HEHERZE) | 727 ) FF o5 3 HH T 108483, 4pmol- h/L THY . 7F 27V FF o
B G-Ai & b U TR O MSHEMR GIP IRENSFREIC EF L (RAEDRDIIEET V% H
W25 AT - p=0.0001)

3) M #ERE & UHE K B E(E A
THIYFF o 2 BIBEREE T D b B E Y
BHFFE TR FRE EERIE T = > b e — V3R 057 2 RUREIR B 1T BV T
77U FF 25, 50, 100, 200mg XiT7TwARZEZ 1A 2 (FYRERD | 12 EEIC
DIV RG22 R IE M R AR B E 2 A IR T S8 72 (Dunnett 7Y
213 -



L E S - p<0.05) .
E) 770 FF o ORBINTZAELOCHER, @F, 727V 752 LT A 100mg

Z 1

A2E, REGEEIT1FE20mg 2 1 A 2EBTHS, (V.3 AELOHE] ©

HZM)

(3) AERGERRHAER

s R L
(4) BEEHIFHER

1) AR

OHUHERR — A b I RBIICH T 577 ) 7 F L 5BmpEfsi— (1001) ¥

Ao By

[1] A FA/L HEERE 1 H 500mg X% 1000mg TIHEBEHR OMME= > b — /L3R
437 2 RUBEPRIREBEICRI L, T 7Y FF L 100mg & 1 H 2 [5], 24 @R
Al GREIIEE 1) L7z & 2 0FGMER L EMEIZONT, T8 R% b
B & L CHET 5,

A RV R 1 H 1000mg TR R O 2 RS RIFBF IOV TIE, 5l
GEXTF 7Y TFF 100mg A 1 H 21, 28 WRIRAOHKLE QRS 2 #) L
7o & EOREVEROFIEERGTT 5,

(2]

AT YA

(1] ZHudkF., 7% 2k, 777 2R ZHE BRI
[2] Zftiredtm, 5 MR

Xt 5

BHEEE VT IEE - EEEEICINZ TA MRV U ERE 250mg X% 500mg.
1 B 2 [FE#E5C X ABEENEE TR = b a2 — L3R +-45 70 2 ks b R 200 {4

T R e

(1) BIEMBRLAD 8 WL LT XV —E OFRIRNE CRIRE TR IR « EHEhk
EEFERm LTV DERE

(2) BIZHIBRAED SELL ERTL D A FaL S UEReE (1 18] 250mg X% 500mg 1 H 2
[B]) (Z X DiEHEEZT, BIEWBAMGAT 8 HMLINIZEE L TR WS

(3) BIZLHI D HbALe 3 7. 0%LA b, 10. 5%AT D R

FEebrAN L

(1) 1 AR I B

(2) A A Y CHIFNC X DIRRP LI LT S D RE

(3) [FIFEBUSHEC A AL S U HEeHE & & O MU T34 3FIL LOFH L T\ 5

(4) B BIAART S EANIZ A R 7RV X HEEE i LIS o R F IR 5 S 7=
O

R Tk

[1] A bV R 250mg 1 H 2 B9 5727 U7 F 100mg 1 H 2 [A] |
FRGRE (LU TATM250 #E) ) . A BV R 250mg 1 H 2 [BIHAM
BeERE (LITF TM250 %) ) . A ML ARt 500mg 1 H 2 BICKIT 27
F7 0 FF 100mg 1 H 2 [A] EREEHLERE (LLF TAM500 BE) ) . A b
S HERAHE 500mg 1 H 2 [EIRUMER G (BLT TM500 B ) OFF4 BEIC DWW T,
1 A 2E (FIEERTE Y SRR 24 BERAOES L, /EEHE 1 14 £ L
77

(2] 1RIEHASS 1 BB D A+MBO0 BE KON M00 BENBAT L. & T+ 7Y 7F
100mg 1 H 2 [a] GAEERIAK O RERT) 28 WO EE L, R 2 M4
Ehi L7,

EFFIEA

TR 24 HIKFO HbAle 221k & (=1REH 24 D HbAle —J5EH] 0 1 D HbAlc)

B AT 2R H

HRFIZIS T S HbAle, 1% 2 Rl MfiE, Z2iERF M EORIEME L 0L R (5
W0 & D) F

FAT i

2 B t BEIC L 0 BER B 2TV, BB RIS D A HE B & OV R 95%(5 #E X
MAHEE Lz, KABMEIZHOWTIZ, 0 BITBEH OET — % . 24 #1% LOCF £ T
E L7,
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i R

B [1] OfEREZLITICREHT 5.
(B [2] OFERITHONTIZIV.E. (4) 2) &)

B ]

A MRV HERAYE 250mg 1 H 2 BB T B 7T AR TH D M250 FEL Y
TV TTFURETH D AM250 BED IR | HIE&FEmRE O HbAle 281k & (OF
Pl £ R ZE) 1L, FNE40.2010. 74% (n=44) . —0.43%0.63%(n=41) Tdh
ST, BEMIZEO SHEEMIX-0.63% (95%FFIXH : -0.93%~-0.33%) THH, 7
F 7Y FF OB L VA EZ HbAle DUENRD b 2 A t BE b
<0.001) ,

F72. A MRV UHEERHE 500mg 1 H 2 [RGICBIT A7 T B REETH D M500
R OT F 70 TF U RETH D A0 BEDTRIRIAE | HARAKFEmFE O HbAle 28
LEIZFNFN 0.30+0. 54% (n=41), —0.53+0.67%(n=82) Th-7-, KEEIZED
JRHEER13-0. 83% (95%ZHEIXM : -1. 07%~-0.59%) THY., 7F 7V FFo D
PERIC X W A E 7 HbAle DSENRD BZ QA t HiE : p<0.001) .

R KA

<2tk 2 WRERE] dopE i >
M250 ¥ K OF A+M250 BEDTEREIAE 1 H A i RHAM IR D £ 7% 2 PR b 28 b & (OF
I R E) 1X. FF-12. 1149, Img/dL (n=35) . -18. 0*41. 9mg/dL (n
=41) Th o7, FEMZED SHEEM X5, Img/dL (95%EHEX[H : —26.7~14.9) T
HoT,
— 77 M500 £ S OV A+MB00 FEZ DUV TIE, Z 40 12, 5234, 4mg/dL (n=40) . -28. 7
+42. Omg/dL (n=76) T > 7=, BEMZED SHEEEIZ-41. 2mg/dL (95%{EHE X [H] :
-56.5~-25.9) THY ., A hA/I RS 500mgl H 2 [EIE G288V T, 7F
TV TF O L BEERE% 2 FEE MEE O T 2R Lz (2 BEAR t FRE:
p<0.001) .

< ZEJE IR A iR >
M250 HE S TN A-+M250 FEDTEHEIIES | WG KRHMRF O 22 JERF B E 2t & (%)
iE R ZS) 13, FFN-0.4£29. 9mg/dL (n=44) , —4.8%24. 6mg/dL (n=41)
T o7z, FERIZED SHEEEIT-4. Smg/dL (95%EHEIX I : -16.3~7.4) TH -7,
— 77 M500 FE S OV AMB00 FEZ DWW T, F N F 4012, 4223, Tmg/dL (n=41) ,-14. 6
+29. 6mg/dL (n=82) T o7z, FEMZED HHEEEIF-27. Omg/dL (95%{ZHE X -
-37.5~-16.5) THYH, A FF/NLI UHERRIE 500mgl H 2 BI5GB WT, 77
70 7F O L 0 A ERZEERMBEEOIK T2 /R L. QAR t BE :p
<0.001) .

RIlTER

AR 1 BN 31T 2 BIER O FEBLERIE, M250 FE K& OY A+M250 FETZELE L 2. 3%
(1744 %1) | 7.3% (3/41 1) TH-o7=, Fi=, M500 FEL TN AM500 FETlIXZZ
2. 4% (1/4141) | 3.6% (3/83 %) TH 7=,

M250 B OF AM250 BE TR HAVZRIMER X, M250 BEC THELLy | T HE
INFIEI 2.3% (1/44 ) Toh V. A+M250 BET TALT 4 . (73 5 — P
oy L TAST HE . HERMBEE )] BSENEN 2.4% (1/41 1) THoT,

M500 & Y A+M500 B TRE D bavZmIEMIEL, M500 #EC [y —GTP ¥8hny | [54
Fil MENTR2.4% (1/41 B) TH Y AMS00 BETIT TERE) . WHERR] |
[ FPgLEEsn ) . TP REREN ) AT Eh 1.2% (1/83f) Th -7z,
FEZABERITEO LR T,
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@ MFHBR

— T F 7N FFATKET D A FARL S R EINOF R ER —  (AM1002)

RO B Y

TF 7Y FF 1 H200mg TIHEETOIMEEF 2 > a— L3R4y 70 2 BUEE R B
W2 L, A RV HERAYE 1 B 500mg & 4 B O#E G- L, 5l&kiE A FAL
UHEREHE 1 H 500mg XX 1000mg % 20 B OG- LT & & OFNME R VL 2MEIC
DNTC, T BARE KR E U CTRETT 5,

T A

ZiRRALE, T o aMb, 7T AR, SRR E R

PSES

BRI A SRS - EEEEICINZ T2 ) FF o 100mg 1 H 2 A 52 &
2 EFNEHE T = > N e — LS RA-55 7 2 b fRIp FR - 158 13

TR R E

(1) BEMBALAD 8 WL ERT XV —E DR CRERIE TR L - EEE
EEFE LTV DERE

(2) BIZBRAMED 8 AL LRTL W 727U 7’F > (118 100mg 1 H 2 [A]) (2K DG
2T, BIERIBRAGHT 8 MUANIZA T L TV R s

(3) BIEZHAD HbAlc 23 7. 0%LA E. 10. 5%ATM D

T RSN IETE

(1) 1 Bk R B

(2) A AU HIFI T GLP-1 FUANC K DIGHEN M Ll S h b B

(3) RIERRFICT 727 ) 7 F o2 G bk FEE2 3FL LG L Qv b B

(4) BIZIBHAART 8 WLANICT 27 ) 7 F LSO IR T3 G S - B
L

B 7 1k

T UTF o 100mg 1 H 2 [BINIXTTDH A ML I UHEREE 250mg 1 H 2 [A] EEd
BehmE (LLF TM250+A BE) ) . 727 U 7F 2 100mg 1 H 2 [R5 A hdL
I MR 500mg 1 A 2 [B] EREEEGHEE (LT MB00+A B ) . 77U FF
100mg 1 A 2 [A[HMEG#E (LT TARE) ) OFRF3HEE Lz, A ML R
250mg HHWNE T T EARAZ, 1 A 2F FIEERARCY BERD 4 BEEO#&ES L,
FlEfrE A ML 2 R 250mg X 500mg AW T TR A, 1 B 2[E (§]
REF LY RERD 20 B DG LR 2 I L7,

T HERFAML T H

1B 24 O HbALe 2B kB (=715 24 @ HbAlc — 1591 0 3 0 HbAlc)

i AT R H

FHFHIZ B 5 HbAle IEE K OV b (BN 0 8 & o tlk) &

F AT o

FERMEE : KRR O HbAle Z L &EIZ DWW T, BEHREZ KT & LI it
5L Z T M250+A B K ONMB00+A BED A BELT %H9 2 B #ME A4 BATRIEZ PV TR
AEL 7o, FlEIL, &GRS U TRERE (-1, 0, 1) Z U7z M500+A RBE & A
BEDORLARE 24TV, BRE TR T D s HEE B O 95%(5 fEIX [ 2 HEE 35,
AEThIUL, sFHfRE (-1, 1, 0) ZHU 72 M250+A #E & A FEOXELRE 21TV,
SHETE AT K OVETR 9595 #E X[ & HEE T 5.

BIVREEAMIE B : &S CA L RICH L C AREA SR & L7- Dunnett B BMUE 21T
L L BICHEMZEZDHREZIT- T2,

ZOfth - RPMEIZOWTIX, 0 BITBIEMI ORI T — % . 24 1% LOCF 15 THiHE L
776

EES

B ]

TIRRHETHD AFERL DA MR I ERRERETd D M500+A BEDO TR A ik
ARG D HbAle 28 ki (CEHIME EAFEMEMR ) 13224 0. 140.81% (n=55) |
-0. 88=0. 75% (n=50) T o 7=, FEMIZED RHEEAEIL-1. 02% (95%(FHH X [H : 1. 34%
~-0.70%) T, M500+A FEIZHWTHER Hohle OUFEAFRO B Gefbe
e (BAFIE) : p<0.001) ,

F 7. M250+A BEDIGEI B (4 F MR D HbAle Z8{bE:13-0. 52+0.64% (n=53) T
ot ABEE ORERIZED SHEEMIE-0. 66% O5%(ZHEIX A : 0. 97%~-0. 34%) T
&V M250+A FEIZ I\ T E R bALe DYENR®D bl GheiE (BFIE)
p<0.001) ,

M250+A £ S O M500+A HEDTEHE AL FEATRE D HbAle Z{bEIZ DWW CHigk L7z &
T A BEREIZE D RAHEE B30, 36% (95%(F X H] : 0. 69%~—0. 04%) T V) | M500+A
BECB W THEZ Hhale DSGENRRD bz GiHE - p=0.0128)
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il SR

A
<2tk 2 WRpRH] dopE i >
A BEDO TR B MR O £ 2 FE B2 b & CESE R E) 13 15.4
+43.7(n=51) T 1V M250+A FEMH ONM500+A BE TlEZHFH-22. 956, 4mg/dL (n
=51), —43.4%46.Img/dL(n=149) Th > 7=, HEEEOSHETHIITN TN
-38. 3mg/dL (95%{ZHEIX [H] : -60. 0~—-16.6) K (’-58. 9mg/dL (95%{ZFE X [H] : -80. 8
~-36.9) THV ., A FFNVIUEREOIRIC LV HRE/RA% 2 REEIMFEE O
K TF%ZR L7 (Dunnett B E L : 2241 p<0.001) .
< ZE G IRE A e >
A BEOTR M SACTEMRF O 2GR B b & CPAOME R ) 1% 12.6=E
28.9(n=54) T& ¥ . M250+A B X M500+A B TlXZF N ZF -8, 3+30. Omg/dL (n=
53) . -15.3+24.2mg/dL(n=50) Th »>7-, HEZEOSHEBEIIFNFN
-21. Omg/dL (95%{EHEIX[E] : —33. 0~-8.9) MK T-28. Omg/dL (95%ZHE X [H : —40. 2
~-15.7) THVH ., A FAN I EEEOGHIC X 0 BB 222 I8 R UG oK T
Z Rk L72 (Dunnett BILZELEE : 4 FH p<0.001) .

mIEM

TRIERIAC 1) 2 BIVER O3 BLRIT A BEM250+A T K OVMB00+A BECTENEN 9. 1%
(6/55 ) . 1.9% (1/53 ) J O 10.0% (5/50 f5l) T -7z,

AFE. M250+A FER ONMB00+A FE TR S NL-RITERILZ. ARET NIESIZ ) o (18
PEEA ) . MERL) . THREGRERE) . LOEWAPE) o TRk
DZENER 1.8% (1/55 f5il) . M250+A T TR 23 1.9% (1/53 i) | M500+A
HET AP 254.0% @/50 ) . MERA) . TR . WEERES) A2
Fr2.0% (1/50 f5) T o7z,

HERBERIIRO N7,

2) ZREMRAER
BMAHRER — A AV UVEBEICT 27270 7T e i E R 55005k —
(AM1001) ¥

RO H

[1] A RV HFeHE 1 B 500mg 1% 1000mg TIEMEP OIMPE= > b o — /L3R
14370 2 RUBEIRIGHREICRF L, 77 ) 7 F o 100mg & 1 B 2 7], 24 R
AL (RIEHIE L) L& 20FMELRNZEMEIZONT, 7T EREHk
ot & L THET %,

(2] A ML HEREE 1 B 1000mg TR O 2 B RIGEF IOV TR, 5l
ExTF 7Y FF o 100mg A 1 B 2B, 28 RO ES (REME 2 #H) L
7o & X OREER A Z R 5,

R T YA

V.5, (49 1) OFMAHERE — X MR CREEBEISEST 27 727U 7 F 800
DFHFER—) DIHZM

ES

HAEY [2] OfEREZLITFICEH#T 5,
(A [1] OfERIZHOWTIZIV.5. (4) 1) OBmR)

IR F A
HbAlc
T 7 TFF ke 55 T ORI 52 (R EEAmEE) (23817 D HbAle 28
b CEXE - E%ERZE) 13, -0.47+0.81% (n=82) Th -7, 1&MEH 44
2> DR 48 T8 O AW i L OVE R B FHEREIZ IV T h, TR 0 # D
DI BICHBEENRD bz (1At BE : p<0.001) .
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S

mI1E

REMERRATRIRER (123 ) Zxtg & LioBe5 8 CEM RS 13,
P/ABERLONA/A BER | 2 ZF40365.0416.3 A} 1N337.9487.0 H Th -1,
BIWER ORBLRIT 2.4% (3/123 1) TH Y, A/AEEN 3.6% (3/83 %) ThH-o7-,
A/ABECRD bIZRIERIZ, MER) . W EARR) . TiAeLEesgm) . i
REREREEIN) NENEH 1.2% (1/83 ) TH -7z,
HEZBRWERIZIRD LN o T,
) P/ARE  JRWEHISE 1 1L 56 2 WA DR/ MTIC 1T 5, A MRV UHEERHR 1 H 1000mg ff
T OTRBRIE L ]IS 7 TR, WRIE 2] T 27 ) FF o St
A/ATRE TR 1 W &5 2 WA ORI IC BT B, A hal/L 2 U HEERYE 1 B 1000mg Pf
H OIS L BIC T 7 0 7o RS 2 o7 -7 ) I FUoni b &
N

(5) BE - RRERHIHER

AR L

(6)8RHIER

1) ERARERE (—REAKERE BEERARERE FERAMELERRE), WERTERT
—AR—RRE, HERTERERTBROAR
— A o A (SEhE )
A NTTHEEEDHEMEETICR T 2 LR OAENEICBET S ERENE L, RETT5
72T, BIEZ 2408 ) O — R ) i i A & 2 i,

2) RRBFHELTERTFEDAER IR LI-AE - HEBEOME
L7

(7) Z Dt
LR L
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VI. EHERE(ICEI HIER

1. REZHICEEHLHILEMRITILEDE
DPP-4 BH Al
v 77 A RRIEH
R BED & LB ORRESUIRE L, OB FIRLEZRT D &,

2. EBER
(1) EREML - {ERKF

TFIT7VTF
TN TF ATV TFONRTFH—Y-4 (DPP-4) DieEI7 D Al 72 81 A P K
Th b,
AT VFUTHL TN T NERTTF K-1 (GLP-1) 1%, Zva—REFNeA A 5y
WMRHEVEFSC 7 0 I 2 2 Sy E S % 9 5 3% DPP-4IC X 0 iR SV CIETEZ R 5 9,
T T F T DPP-4 DRAEIC L - THRHEMED GLP-1 O3zl L 10, = OIER % &
HZEThbiay he—LEgET D,

A BRENLI YV

ARV AT AMPK TEHEAL 1 ROV Vg T 7 V] P AT K D T BT A=l
GLP=1 Sy UMt ™9 | FHALAE 7> b OFERIIHIE 12 R C DA > 2 Y ARBIE O
HEBWOERIC LY . mFay hu— L EikET S,

AMPK SEHAE
FIVHT LTIV %

TEETE
e ED
1%

FNAHT A inH
(a#mEa)e~®

A 2 AV Rt
(B #ER) 5o

GLP-1
SMERET D

PRI

\

) _— 1R AR
GLP-14107 D ES

A\

AR
(B - BERRAERE)
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(2) B EEF T BHEBERE

TFITYIF

1)DPP-4 FHEVER (/n vitro) '
TV TFF D DPP-4 BAEERICOWTHi L7 2 A, TFH 27U FF 3T > ik
DPP-4, A X IiL#E DPP-4 KOVt K DPP-4 (ifiL#fE, Caco-2 M@y I M OH#R 2 ) 1EMEZ RIS
RF L CRE L,
Flo. 77U T F D DPP-4 1K T HAERUZOWT, b MEMZ DPP-4 & v Tk
HNL7-EZ A, slow-binding inhibitor TH A Z LR RI N,

DPP-4 {253 % [HEIE A

iR 1Cs0 (nmo1/L)

7 v b 5.81+0.4

A X 6.4+0.1

b b E 5.440.2

Caco—2#f il 57 ] 3.54+0.3

b R 3.3%£0.3
EE AR RS, n=3

[RRBR A 1]
DPP-4 {HMEIL. Sk EE THh 5 Gly-Pro-MCA % V>, DPP—4 12 J ¥ BT S AUiHEHE U 7= 2068 AMC DI FE % i
B3Ik vllELE,

2)BEREIRME (in vitro) ¥
DPP-4 LRI L7 RERKRMEE2HT 570 ) VERERTF X —BicdT 5677 ) 7T
YOEMRAZFHME L7 & 2 A, DPP-4 i8Ik 257 77 U 7F D 1Cs fEIF
AUH 50 umol/L BL EToh o7z, BBEERITHT D [0 fEZE & MEMZ DPP-4 12353 2 10 i
(0.0033 umol/L) Z 1 & LTHERT S &, HbRVMEZ R L7 DPP-9 (267 % IC fET®H
170005 CH Y, 7F 7 U7 F X DPP-41Zxt L CRWVEIREZ B L TWD Z LR &,
DPP-4 JHixE 32 (2 k5 2 BREEH

@%3@3 ICso(MmOI/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%
bt MR % DPP-4 0. 0033+0. 0003
ICs0 (e mol/L)

T FEHERZE (n=3, 7272 L IC5%>500 umol/L DAL n=1)
[ 1:%& ICofE% & MAA#L X DPP-41C%1 95 ICsx EE 1 & LTIk Lo kskif s, kUt - TR,
FH%FIREE =DPP-4 FEfxEERIT %95 1Cs/ b b AH#E 2 DPP—4 (Z%3 5 1Cs

-20-



DPP-8 : VT FUNATFH—F-8 (b MiHZ), DPP-9 : T FINRTFHX—F-9 (b Mk
Z) . FAP : HSHESFHIIIEAE (L 2 287 T o (B MRIRZ) | DPP-2 1 YT F LT F 4 —F-2 (Caco-2
M5y . POP : 7w Y LAY AT F L= (EMHR) . APP 1 7 X/ AT FHX—F P (b b
#8) . prolidase (7 XBMRHIK), ACE : 7o U T iy T AEER (7 2 BIREDK) . LAP : mnA &
NT X ) RTFE—E (7 X ElEHR)

[RRBR k]
THTVTF U NEIEE NI L CEBEER 2T L, AR Lo WE &2 SOCESUTROCEEIC L 0 HlE L
77

3) MHERE R UHERBEERA

OB A > AV ARHUEE TSR B IPEK TR (7> k) 17
JES A > AU ARBUMEE T VT D Zucker fatty 7 v b &ZFAWTR O 7L a— 2 Ak
EATo1-& 2 A, TF U FF R DPP-4 {EM &2 HEKAENICHE L, 77270 FF
> % 3mg/kg PA 4G U7 BECld Fat ty sHBREE & i U C A & 7o U DPP-4 5P VEH %
~ LT,
F- 7TV FFUOOEERAOBEIC LY L a— R ARTE 0~120 HyDOIMmEA oA Y v
WD AUC AN L, MiE s = — AR RO AUC (AAUCo 120nn) 1A EAKIFRIIZIR

STz,
a) MEEDPP-43E b) M1 2) BEDAUC
(%) (BO7ILA—Rawm0s (EWYiE5#%304)) (ng=min/mL) (EO7IL a2 BTSN 51204
120 1 5000
E
100 :
%o 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) NEH NIRRT 55057 (mo/ka)
(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
[RABR 71k

— Wi U 72 HEME Zucker fatty 7 v b (12 Wfn, &6 XX 7H)) 12727V 7F 2 (1, 3, 10mg/kg) XiZ
Fatty ctFREES L ORERUKZ BB O£ 5 L, 30 %ISR0 7L a— 2 AR Z1T o7, IERXTHEEE (Lean
KIIREE) & U CHEME Zucker Lean 7> b (12 M, 7H61) Z@EH L7,
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@ HRBIERE IR T T VCBT D IBE TIER (T > k) ®

HARRBIERERIRET L TH D GK 7 v hEAWTRAZ L a— 2 AR E{To72 L 25,
T TN TFALT N a— A AR OIS DPP-4 {EM: A H BRFERICHEL, 77U
F 2% 3mg/kg UL EFEG U7 BE T GK HRBEIC L CHEZRIMGIER 277" LT,

Fo. TV T FUOOHERAOZGIZE D 7V a—RARE 0~120 S0 miEA R v
MREED AUC 73 ERAFROICHAN L, Ml 7 L o — R EEZS b 8D AUC (A AUCo-1o0nin) VTR

LT,

a) [M#FEDPP-45E b) ME1 AU REDAUC
(BO7ILI—2BRHON RV EHFEI205 OV ILA—2EREOSH51204)
(%) (BRIF 5305 KRUN504)) (ng-min/mL)
120 400
0% £
100 I W 1208 8
© 300 F
4 80 2 *
R S
y 1o
o 60 @ 200 |
8 2 ¢
g 40 ok I
A 100
20 . ok Aok %
ll-n :
O L '] 1 L 0
Wistar GK 1 3 10 Wistar GK 1 3 10
HEH WEE 555057 (mg/kg) WRE NRE 555077 (mg/kg)
(n=8) (=8 (n=8) (n=8) (n=8) (n=8) (n=8) (n=8) (n=8) (n=8)
c) M7 L -2 EEDAAUC
(mg-min/dL) (BO7IILO—2&f#%04ah 51204)
- 25000
N #H#
g %
& 20000 a)
=] FaELRERE
<<l|: « %%k :p<0.001 (vs. GKH R Dunnett RS | L
& 15000 *k1p<0.01
bl
" gﬁiﬁ RERE
i i MR
I'|< 10000 #:p<0.05(vs. WistardBERTE
m 1 #:p<0.05(vs. GKHFE) Dunnet £ 8
Y
X 5000 | 9
& THEEERE
H ### :p<0.001 (vs, WistarH BBt TE
0 1 * 1 p<0.05(vs. GKxiE#) Dunnett S E LR
Wistar GK 1 3 10
MR WRE T 557077 (mg/kg)
(h=8) (h=8) (n=8) (n=8) (n=8)
[RBR 71k

W L7 6K T b (10 i, ARS8 H) (72U I Fr (10 3 KON 10mg/ke) . T GKORHRIE S L ORS
FOKZHERE OG- L, 30 RIS 7V 2 — 2 AR 21T o 7o, IEHREE (Wistar MIREE) & L CHEM:

Wistar 27 v b (108w, 8#l) ZfEH L7z,
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4) B RIS B4ER (Tv k) W
STZ FHHMERIG T v MZTF 7V 7T % 4 BHEFRe R THRE L8 2 A, BEgr A Y
VE R OWE BRI R AFRICHIIN L, 727U 7 F 2 500 ug/h ¢ 5-HF Clock BEEE
S LTI b A BTN L,

a) ERE R ER b) E B #RE 2
(ug) (%)
6 e 0.04
‘ .
llélﬂﬂl 003 l [
il L
A 4 I 1}
R - I
N = 0.02
AN s
= 2
& 001
O L Il J O L L J
SRR 75 500 I IREF 75 500
FHITIVTF (ug/h) FHIITFe (ug/h)
(n=10) (n=10) (n=10) (n=10) (n=10) (n=10)

a) b)

FOEFERE FOELFERE

* %k 1 p<0.01 (vs. SR DunnettB L EHE * :p<0.05(vs. WFEE) DunnettBZ BLLE

(kiR 71 ]

STZ FHHMERE 7~ b (83, &8 10 ) [CRBERTEANCTF 7Y 7F o (75, 5000 g/h) Xidxt
MRS U AR K 2 4 RO IC B TR G LT, &E5BGE 4 M0 Z > b L0 BEigZ Bl L, ez
MR U CFRi U 7 st il D1 v A U S % BLISA SRS CHIE L=, BE B MR BT A A U Uik % i
W THPEYL a5 AT o TR PIE AR O R A I 6~ 5 4 A U R ALLE (%) ZHIE LT,

(3) EFRRIREFR - Friuhsh
<HBE>
TFITVTF
VRS B 20
R A BPEIZ T F 27U 7 100, 200mg A ZEfERF I BRI O 5 Uiz & x| I fE DPP—4 1%
PRI E S, #54% 0.5 BRI T 80%LL EDBEZ R LT,

1 F Fifgeig ¥
BFRE TR TR EERE I 2 > o — VRN 2 BUBEIR G ERE ST 7Y
F 1100, 200mg A 1 H 2 Bl (@4 &EH), 12 @M&EAHFRE L E &, §l&a 500 12
BNTH 80%LL LD #E DPP-4 {EMEREREZ R L7-Z &6, 1 H 218 (18] 100mg LA L)
5z X v 14 DPP-4 iEME % 24 BiEIfHE CE B L HEE ST,
) 7770 7F OB INIHEROCHEX, @%, 727U 7F & LT1[E 100mg
Z1H2M0, FR#EGREIX 1A 20mg 2 1 H2ETHD, (V.3 HELCHE ©
HZ )

2 b AL R
G L
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VI. EYEREICBE 9 5IER

1. MPREDHY
(1) AELEDLTOPEE
MM EEe L

(2) BB CTHRIN-OPRE
HEKSE (EMFEHESEYE) Y
TR B (3041) IZAKIND (727U FF /A Mk UHEERE & L C100mg/500mg) &
T YT F L 100mg AL VA B AV I U HERRES00mg A OF & 7 v A A — N —1EIC XD
ZEERF AR QG L7 & DT F 27U FF & A RV S 2D e g FEHER K OSSR B
RPN TA—=ZIILUTO LB ThoTo,
TN T DAL O b (ARHFIHD, BLANOFH) 13, AUC-24n73 1. 0505 [90%{Z X [H : 1. 0076
~1.0952], Coax?31. 0946 [90%IEFEIX ] : 0. 9903~1.2099], * hAHR/L I v ORMAEH O (A
FIHD, BEAIFEA) 1%, AUCo-2m7 1. 0623 [90%ZHEHXH : 1. 0036~1. 1244], Cpax31. 0850 [90%
fEMEIXH @ 1.01756~1.1569] ToH VD | AW FaIEFHOHEHRLAE (0.80~1.25) DOHFIPHHN TH
S22 LD AWFRIEMENRTRD bz,

1000 1 2000 -
a a
£ £
£ 750 - 2 1500 -
il il
gl g1
500 - 2 1000 -
N =
2 £
N 250 - X 500
N H
B i
%* 0 ' o 0 : . :
18 24 0 6 12 18 24
5% ZBER (h) &5 % B BERE (h)

—O— A#HD —@— BFIGHA
(F{E = 1Z2ER{E, n=30)

MmERTF 27U FF o ROUMER A PRI REHER

TV TTF A MR
AFHIHD HAIGEH AFHHD A B
Coox  (ng/mL) 7784261 709+215 1360350 12704427
AUCoo4n (ng+h/mL) 2840397 27204473 89301940 8450+2130
Toax (h) 2.47+0.76 2.5+1.1 2.7+0.85 2.941.0
tie (h) 2.83+0. 789 2.76+0.907 3.96+0.576 3.8340.518

P RS, n=30

1) AROKRBIS NI ANER O EIL, @, AT 1R (TF7)FF AL

RV U HEERME & L C 100mg,250mg X% 100mg, 500mg) & 1 H 2 [A[§4 (2R 05T
b5, (V.3 HELKOHE] OEHSHR)

(3) st
AR L
.24.




(4)BE - HREEDOZE
1 BEOREY

RN B (12 ) IZA&K WD (770 FFo /A bk UAERRE - L C 100mg,/”
500mg) Z=RZRICHBIR O L7z & X Cux L OV AUC) om [T ZERERER B L LEiG L C, 727
U 7T TEIEI 13, 9680 F O 10. 5% L, A RV TEIZETL 5. 6% o O

2. 3% L7z,

MR T > 7Y FF

Chax (ng/mL) Tax (h) AUCq 24 (ng-h/mL)
BEEL 515 (23.9) 2.3 (1.5, 3.0) 2300 (12.5)
BT ERE O L 0.8613 0. 8953
(90%fZHH X [#]) (0. 6947~1. 0678) B (0. 8443~0. 9494)
ZE G - 598 (34.7) 3.0 (0.50, 4.0) 2570 (13.2)
A EEE (CV9%) [Thad T RAE GRe/MiE, HKE) ], n=12
MAfEF A R 7RV
Cax (ng/mL) Tax (h) AUCq 24 (ng-h/mL)
wEEL 1150 (19.1) 4.0 (2.5, 4.0) 9350 (17.1)
A EEMED L 0. 9436 1. 0231
(90%{E FE X [#]) (0. 8725~1. 0205) B (0. 9588~1. 0918)
eGP - 1220 (22.8) 3.5 (1.0, 6.0) 9140 (21.0)
Bl (CV) [Tl T 9E Oh/ME, fKME) ], n=12

2) EMBEER—TF7 ) TF U ETDMDESR—

O 7Y b= & OEYHE AN

23)

BEEE TS EEE - EEEE T e — RN R4y 2 AUEER S R (18 f)
W77 FF o 100mg 2 1 H2[EE 7Y h—/L50mg &2 1 H 3 [E], ZH - EM L6k
HAL3HMEAO®EG LI Xx, 7TF 27U T F 2D Cpax 2 O AUC oap 1T HIM PR 17 & bz LT

FIEI 58, 4% Y 22. 9% L

( TVIL 7. FHEAER ] OEZH)

g7 70 FF

27U R —=UEFENFI 14, 2% % O 27. 0%HEIN L 7=,

Cax (ng/mL) AUCo 244 (ng+h/mL)

T G-y 228 (66.3) 1310 (30.5)
AT SIIME D b (90%(F X [H) 0.416 (0.376~0. 459) 0.771 (0.723~0.822)

TV T B 550 (42.6) 1700 (24.3)

ATEE (CV%) . n=18

MmiEF I 7Y h—RE

Cpax (ng/mL) AUCo 244 (ng+h/mL)

B G-ef 935 (31.0) 4900 (36.7)
KA SEIIME D b (90%(F FE X [H) 1.142 (1.050~1. 243) 1.270 (1.160~1. 390)

27U b= VB BIRF 818 (28.1) 3860 (28.3)

SefEEfE (CVh) . n=18
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Q@7 VR Z I REOHEYMEAIER

<BE HEANT—H >

R N (15 %) (277U 7 F 2 400mg 2 1 A 1[0l 5 AFEEMEEG Liztk, 77U~
77X K bomg EHEIPFARAOELG LI &, 77U 7T 2D Cpax KON AUCo o, I X HIREE -
IR & HE L CEANZI VI V5% L, 77U R T I RO Coax KOV AUCo-o [T EAVE
AU A% KO g L=, ( TVIL 7. #HAEAER ] DIEZH)

MR T > 7Y FF

Crax (ng/mL)

AUCo-24n (ng ) h/mL)

OF I G

2717.00 (28.7)

9242.19 (14.7)

e An I D He (90%(F HEHIX[HT)

1.01 (0.91~1.13)

0.95 (0.93~0.98)

757 FF L Eh R

2677.46 (34.0)

9690. 03 (15.6)

LefnFEME (CV%) . n=15

Mg 7Y~ 7 7 I RIRE

Crax (ng/mL)

AUCy-o (ng+h/mL)

O G

177.75 (31.1)

879.04 (19.8)

A (A LM D B (90%1E 48 X 1)

1.44 (1.26~1.64)

1.07 (0.98~1.16)

7R 7 X PR GRE

123.55 (37.3)

808.17 (24.4)

MATEE (CV%) . n=14 [JFAK5-FFAUC) o : n=13]
E) 7H 70 7FooEBR I HIEROHEL, @F., 727 ) 7F L LT 1 [E 100mg
Z1H2ME, KRESGEIT1E20mg 2 1 H2ETHD, (V.3 HIEEOHE] O
THZ )

@7 m~ R N & O HEIER »
fERER A (1L §) 127 527U 7F > 100mg HEIHME 5%, 7' r<3% K 1000mg 2 1 H 2
Fl, 3 ARBIE G Lith, 77U FF 100ng L MEGIRABEE L & TF 7
U 7 F 2D Coax OV AUCooan 1L BIMPE H-FE & il L T2 4 53. 9% OF 80. 6%HE N L 7=,
g 7570 75 PR

Cax (ng/mL) AUCo 244 (ng+h/mL)

CiRiEEs S=aisi 725 (40.3) 3900 (17.0)
LRI D b (90%(5 HE X [H) 1.539 (1.228~1.928) 1.806 (1.652~1.976)

TV T B 471 (36.6) 2160 (18.8)

(TPHE (CV) . n=11

O D RAE L1 R (!

<BE SEANT—H >0

BEEERCA (20 ) (CEFAIRBO T (0.26mg, 1 H 1) EHFHLTT F 27U TFF
> 400mg & 1 H 18], 5 HEIXER OGS L&, V3% 20 D Cux JL U8 AUCy o4 (X HM
BB & LRl U CENEI 49% L O 8% L=, ( TVIL 7. fHEAER | DOIESHR)
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e = % o

Cax (ng/mL) AUCo 244 (ng+h/mL)

O G 2.40 (25) 21.2 (24)
L EIME O b (90%1E HE X ) 1.49 (1.386~1.603) 1.18 (1.125~1.231)

¥ A% LB G 1.61 (28) 18.1 (31)

A SEE (CV%) . n=20
F) 77U TIFooRRBIN-RELOCREL, @E, 77270 7F L LT1E 100mg
ZZ1H2E, AEGEIZLIE 20mg %2 1 H2ETHS, (V.3 HELXOCHE] ©
HEMR)

A BAL I R D, EAYY B D L OB R 2 i LR, T )
F > R OGSO S INIEI BBRRD BN o T, 7 BAKY 2 & ORBTLIE

Matat LIciE R, 757270 7F o ORI EBIIRR D b rinoTe,

@A MANI v & O ENER ?

BFRE T AR « EERE T o o b o — LS R4y 2 BRI R (18 f51)
27 F 7 U FF o 100mg, 1 H 2EE R RARA I 500mg, 1 H2[E% 3 HE, #h2hH
MXIPFHL 3 AR NE G LT &, 777 U T F 2 D Coay SO AUCq o4, [ FHA I H-IRE &
PR L CENEIL 7. 2% V6. 2% L, A RV 2 3224 1. 3% K OY 10. 5% /N

L7z,
MAgER 770 7 F R
Cuax (ng/mL) AUCq-24n (ng*h/mL)
O e G-y 781 (35.7) 2190 (21.5)
e SEHIME D b (90%(5 #E X [H) 1.072 (0.951~1.208) 1.062 (1.018~1.108)
T 7T B 729 (31.7) 2060 (19.6)

AMTPEE (CV) . n=18

M A B ARV I PREE

Cax (ng/mL) AUCo 244 (ng+h/mL)

T G-y 1020 (27.5) 7850 (24.5)
LI D b (90%(5 HE X [#) 0.987 (0.913~1.068) 1.105 (1.054~1. 157)

A RV B 1040 (21.3) 7110 (20.5)

(TP (CV) . n=18

®OEA 7Y &Y O EAER
<BE HEANT—H >0

fEEERR A (16 6) (&4 Y X 4bmg 2 1 H 1A, 7 HRBEMEE L=, 727V
F 2 400mg, 1 H 1[EE 5 BREFAROKG LI Ex, 77U TF oD Cux L AUCo 241
IR E 5 & el U CENLZL 1%L 7R8I L., B4 27 U # Y A A3ZFnEi 2005 )Y
%, E 47U 2 ARG -T2 20 1%L 9%, M-THEZE I Eh %% O 2%, M-IV

IZZF N 3% O 3% L7z,
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MR T > 7Y FF s

Cuax (ng/mL)

AUCo-241 (ng ) h/mL)

OFH 5

3256. 84 (38.8)

11892. 73 (30.6)

S D b (90%(F HEHIXH])

1.15 (1.01~1.31)

1.07 (1.01~1.13)

T 7 T Em

2839.81 (33.0)

11106. 03 (31.8)

WATIEHME (CV%) . n=16

MEHEF 7Y 2 A7) 2 AR L

Crax (ng/mL) AUCqy-24n (ng*h/mL)

iR EEacalsi 1511. 80 (44. 4) 14756. 64 (25. 4)
R A FEEE O (90%EHEX ) | 0.80 (0.68~0.94) 0.93 (0.84~1.03)
EA 7 &Y BB R 1887.03 (28.1) 15889. 73 (18.4)

OF I $% 5 63.67 (27.9) 946. 87 (24.0)
M-I L EIE O b (90%15 HE X [#) 0.89 (0.79~1.01) 0.91 (0.82~1.00)
v A7) B B R 71.25 (26.1) 1044. 39 (28.6)

OF % G- 701. 42 (29.9) 13555. 78 (31.7)
M-I LA O b (90%(E FEH X D) 0.93 (0.84~1.03) 0.98 (0.90~1.06)
v A7) & B R 755.97 (33.2) 13850. 87 (31.8)

Of % G- 1745.77 (24. 3) 34054. 73 (22.5)
M-IV K] SEHIE O LE (90%/(5 6 X [H]) 0.97 (0.89~1.04) 0.97 (0.90~1.05)
v A7) & B R 1808. 79 (29.6) 35096.91 (27.9)

BPEE (CV) . n=16

E) 7H 70 7FooEBR I HIEROHE, @F., 727 ) 7F L LT 1 [E 100mg
ZZ1H2ME, RESEIZ1E200mgZ 1 H 2HTH 5,

HZ M)

@7 a AR > &DOEYMAAEH

<% HNEAT—H>D

( TV.3. HIEROHE] @

RN (96 o7+ 7Y FF 400mg 2 1 A 18], 4 HEEMRS L%, 7R
ARV 600mg & HEEIJHHBEOERSG L&, TFH7 Y 7F 2D Chaw SOV AUCo-o4 I T HI -
B & it U CTENFI 25% K% T8 20%85 00 L 7=,

g7 70 FF

Cuax (ng/mL)

AUCo-24n (Hg : h/mL)

O Gy

3195. 35 (28.2)

12503.25 (19.0)

SAPT PN D L (90%1E LX)

1.25 (1.092~1. 440)

1.20 (1.153~1.249)

77 ) TF IR

2547.78 (52.4)

10420.32 (21.1)

RATEE (CV%) . n=19

E) 77U TFUoOEGRINTHEROHEX, @, 77U 7F 8 LT A 100mg
ZZ1A2E, S REEGREIZ1IE200mg 2 1 H 2ETH D,

HZ M)
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3) EMMEER— A bRJL S VIEERE & F DD EEFI—

<BE  HNEAT—H >
VAFVEDOHMITE D (A FARL I D AUC KIS0 L 722, RLTF 25 L 50mg/
HEON100mg/ B & ORI LD . A BB 2D Coe BDENEN 66%K O 111% - L, AUC
NI TR O MAB%EENIN L 72 2, N FH =T EOPFHIZE Y, A MRV D Cas
23 50% B L. AUCh- 28 TAREIN L, &7 U T 7 v AN 52%lsid Lz *Y,

2. EWEEHIINSA—S
(1) BB 3k
AR L

(2) BAEFE LR
AR L

(3)HKREES ™
fEEERR A BPE (30 B1]) (ZAKIHD (7 27V 7F /A Mk Mg & L C 100mg/500mg)
ZZENERFHER OG- Lc & & O REEERIT, 7727 ) 7FFT0.273+0. 113 (b)), A
FARL I T0.17940. 0247 (hh) CEYEERERFZE) Thol,

(A)9)TFSVR™
TFITYIF
fEEERR A BYE (6 1)) 277270 7F 2 100mg & Z2ERFHEER O G Li- & &, %5 24 FiH
BETOBZ VT T AE315E34. 3ul/h/kg CEHIE CEHERZ) ThoT-,

(5) R HTETE

TFITVTF
FEFERC N B (6 6]) 127 F 27U FF o 10~400mg Z ZEfE I IR O G L= & & . Rk
ROEFAIRBEIZTBIT 2 AT O5HEFE (Vdss/F) 14 2.59~4.20L/kg TH - 7o, Fiz, fEEERK
ANFBHE 66 (27 F 7V TF o 200mg 2 1 H 2B GHYRER | 7 AFRXERO&ESL L

L& REMAD Vdss/F 13 3. 08L/kg TH 7=,

W) 77V TF ORI AER O HEIX, @, 77U FF L LT IE 100mg
Z1H 20, RXESEZT LA 20mg 2 1 H20THD, (V.3 HERKOCHE ©

HZ )

(6) ZDfts
REERRL

3. B&EH (REalL—Lav) f#m

(1) A%
AR L
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4.

5.

(2) NS A—SEBHER

ZYERR L

IR 4R

TFITIIF

<BE HEANT—H >P
fEEER A BIE (6651) (= [MC] 7F 27U FF o 100mg A ZE I EL AR O 865 L 72 & X e
DIRFYEMEREN ST F 27U TF o ORINERIT D72 L HT73.2% 8 BAED b,

<BE . BYRBRT—% Tv >
MR THEMEZ » hOE . 8. B L ANEHE, MG TR ORI A SR L T —
BIEHE, L—7 NI [MC] 727U 7T @mg/ml) EBFEAL 1K E TOMEHEOWLILE
A LTz, = ORER. BEREOWIGEITELEIL 2.5, 49.3, 48.6, 10.9, 30.9 TN 9. 2%
Thbh, [MC] 7FHTIVTFFATBETIRE A RIS T, + 5L OVINE 5 TR Wy
Fhpm Ui, o, MEOBTALIZIBNT, /AMEHERIEX+ 80, /DG LR OVING Rz bt
AT ERDME < WISERAZ R B DNTR D B AL Tz,

<BE EWMRBRT—4% T v b, A X, P>
OB K OV IRPE G- REDAUCH B R O T et A AT XA Z e U7 1%, BHEEZ » b (R
%523, 10, 30mg/kg, kB S 10mg/kg) T24. 9~54. 0%, MEMEZ ~ b (O£ 5 : 10mg/ke,
kP 5 - 10mg/kg) T61. 2%, HEMEA X (RO @ 10mg/kg, FRAREES : 10mg/kg) TT7. 7%,
HEPEY L (P4 h « 3mg/ke, FRIRIK G- : Img/kg) TH0.2%TdHh o7z,

A bV R

<BH HEANT—F >
fEEER A (3H) (T A MAs/L S L HEERHE 500mg Z HE[AIRE M5 L7 & & #Edi A 47 ~_o
ZEUT 121360.6%5ThH o7,

Kl

(1) Mm&x—AXBEEPI R %
M ERR L
TFI7VTIF

<BE BB T—4% T v k>
WMERET LY ) Z > M [MC] 727 ) 7F % 10mg/kg CHEIFE OG- Lz & & diae
F~D HFTRERA T IIMR D TR 7=,

(2) mix—Ra R RE S
RUERR L
TFITYIFV
<BE WWRBRT—4% T v k>
WEHRT > Mz [MC] 7 7Y T % 10mg/kg CHEIRR OG- Uiz & & | RIS BAT L
To U RE D AUC)-asn (X RHAMAED 0. 51 5 LA F T o7, F£72, BAT LIS RB IR M5 &
[FIRRICRRIRFHOICIE 2R LTz,
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(3) It ~DBITHE
MM R L
TFITYIF
<BE . BPRBRT—F Ty >
HEHF T v M [MC] 757V FF o & 10mg/kg THIEIEO#G L & & ETAED LI+
~OBITIRD B, FLIF/HET I 3. 35~14. 25 ThoTo, HiHHICBAT L7z
A1 LA P B O RIS LTl e L7z,

(4)BERA~DFEATH
Y ERR L
TFITYTIF
<% HYRHT—% T h>0
T Ve s Z oy Mz [MC] 7T FF % 1omg/kg T 1A 1A 28 ARMIKEROEE L
7o b & WEBER R OB REIR B 1T 5-1% 6 WER (JE) X 30 43 (M) (Zhemidi e (M 88. 4
+15.5ng eq. /mL, ME53.4+19.6ng eq./mL) ZR L7,

(5) Z Dt DHBEE~ DT

BN ¢/ 4e
TFHITYVIF
<BE BWRBRT—2 Ty >0

HEMEZ » M2 [MC] 752 75 v % 10ng/ke THIEIR D Uiz & &, ARG RERIE
IR G300 U6 ISR E 2 os Lc, B, /NME. Bl IFE OBt £ offkN
FHREIR S i < . ARER, PR, B EIRRG O B BRI 1R o T, BHRRRICRAT LT
AT REI, G R T2 ClL i @R D 10% L T, #5582 120 Re ] Tl iR D ThEL T
W Uiz, —J5, WEZ v M[MCl T2 ) 7 F o & 10mg/kg CHRIEIE O£ G- Lo & & M
PET v N L RRRZAHRRN A 2k L7 | B D O RITIENET » R L0 i TH
ST, Fio, MERE S HITAEFEIR~ORER 2 DA o T,

WEMER T > M [MC] 770 7F % 10mg/kg THER NG LIzt &, A 7=V
HHBEOBRERETT VY ) Ty FEFEETH STz, A 7= ERMICI VT, AT
¥« BERIS, L - IRKSIS R OV D U REIR FE 23 i < . Al & DIHKRIT A T =I5
Atk & bl U TR E L 7,
<B% : in vitro>"

(] 7527V 7F % 10~100000ng/ml. OLETE MIHICHIMN L7z & & | MERBATHRIL
21.3~24. 9% TH > 72,

(6)MFEAKEEE ™
TFITYIFV
<HB¥* : in vitro>
[MC] 752U FF % 10~100000ng/nl DEETE MIFFICEM L2 & & A ARKAR
1£37.1~48.2% T o7z, 7=, & MIIET VT I UEE (40mg/mL) K OE b o —FEMERET-
AR (Img/mL) 12 [MC] 727U 7F 2D 10~100000ng/mL. DFEE CTHRIM L 7= & & DfE
BRI, FNFN13.2~15.3 LTV 6.9~10. 0% T~ 7=,
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6.

e
(1) KRB R A BHRER
TFrI7VTIF
<BE HEANT—H >P
e A B (6 4511) 12 [MC] 72U FF L 100mg & Z2fERFEAIRE DG L7z b & Mg
HIZIZT F 270 TF o RO T 7 EDSIKG R ST ATEPERE (SKL-12320) 23F(E L
7= (12 B§fEIt: £ COmIEFR OFEEAIZT 7V 7F > 66. 0%, SKL-12320 22.3%), #&5
#% T2 BRI E TORP R OFENIITT F 7Y 7F o J O SKL-12320 238D b (F5-BITH
THEEG L LT, R TIZENELL 46.55%, 17.45%, FEH TIXEN LI 4. 14%, 11.73%) .
FHEPTIL I HLISMNT SKL-12277 (0. 79%) . —/KER{LAR (0.24%) . SKL-12320 OiEITik
(0.05%) K OSKFEIEMNRBY 2 FEE (0. 27%K% V0. 15%) 2338 Hilz, RO 5
FAELIE, 727U FF o 580 50. 69%, SKL-12320 73 29. 18% T - 7=,

0 H COH

0w § Hcom i N
NZ N’XN\)LN X > +2H [ N
[ H v | N2 HaC CHs
&N HaC CHa a

e =N

HaC HaC
SKL-12320 ™~ i)L \)Lg"” SKL-12320 D38 T4k
(M. 7. ) N Lo ()

‘N

e Ty TFY

’ Q7 H cN
NJ]‘OH ‘/ (Mm#E. R, #) \ JU( ig:
¢ H € CHa HaC CH
Ha c
SKL-12277 K biE
(%) (%)

TV TTF O MIBT D HEEHRRE

<BE . in vitro>*

(MC] 77U FF ke MFS9 & 37CT 2 KA v FaX—Ta v LIEfER, [MC]7 -7
U 7T ORI O LT, 77U 7Tk MIFSO IS I R EIZE A EZT
o iz,
A bR R
<BH HEANT—H >

fERERR AL [MC] A BARb X HERRNE 500mg Ak 1 R ONERIIRNER G- (22 5 BT 3
Bl) LIzfER, A PRI AT EAERE ST, REEOEERPICHEIND & D
WEND D,

(2)RBICEAET 28K CYPH) OnFE F5E

TFITYIF

<HBE : in vitro>*®®

1) FFEMRBEBEROEE
v MFRIZ T 77 FTF ORI USSR, 77U 7T 100 pog/ml AZF 1T D Bttt R
\ZXF9% CYP1A2, CYP2C8/9, CYP2C19 M ON CYP3A4 OFFEEIAIL, ZNEh 0, 43, 29 KON
1% THY ., DT VRFLEEZR LN, 777U 7F 2 10ug/ml BIITIIWNTHUTH L TH
L20fEULFCTHY | SFBERERNoT,
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2)F b B—LPAS0 (2T HHEEEA
77 FF o R OSKL-1232078F b 7 11— LP4504yFFE (CYPIA™V | CYP1A2™% CYP2A6,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2E1} OMCYP3A4) D45 BHIRELE DIz 5
ZHWEZONTE MFIZ v Y —2%EfW 2 in vitrokBRIZ THRFET L 72858, 1CsfEI%100
pg/mLLL ETH Y . PFRMMA O ZBRE T 2 rlRetEI RV L HERE ST,
D 7770 TF o ORHFHib, 112) SKL-123200 Z#FAfh

3)TFHTVI)TFoh b SKL-12320 ~ORBIZEE 5T HEEHR
b ML X DPP-4 itk Mg & [MC] 77 ) T KL ER] & K S, invitro
TG LTCfER. 727 ) 7 F o b NEMEREH Th % SKL-12320 ~DfRE#HIZIE, DPP-4,
YU LA ET DMK MRESZ ) VAT T ROV RF LT AT T —E 0N
B2 Z &R Einz,

(3) DEBBHEOHERRUZOHE
U L

(4)REMOFHEDOEERVEML, FHELE
TFITYTIF
<EBE . in vitro>'"
TF TN TF L ONKSIRE T D SKL-12320 12D T, & MR X DPP-4 & OSE/x
# (b MfH#Z DPP-8, DPP-9 J TN FAP, b k Caco-2 flll4y M| DPP-2, #%/E¥H sk POP, t
I HE APP, 3 QN 7 % B ik 3K prolidase, ACE }OY LAP) (Zxtd 2 BHETEME 2 5FAf L 77
. SKL-12320 1L DPP—4 e OMERAIEFR Tt U CRRFEN 2 7R S 7275 72 (150 >500 pmol/L)

7. it
TFI7VTIF
fERERR A B (6 1)) (27 F 27U 7F 2 100mg ZZ2ERF AR Q&G Lz b &, 5 72 BFel#
ETOTF7 ) FF U ORPYRERIE 49. 87+8. 39% CEME HIEHERA) Th o7z 2,
BEEERR AN B (6 6) (27 F 27U 7 F 2 200mg & 1 H 2[E] (F4EER)., 7 HEKEROES L
ol &, BE 206 B ETOTF 7Y FF o0 BEER P HYEIERIT 54, 215, 74% (CEHfE R YE
W72 Thotz ¥,
W) 77V TF ORI ER O HERIX, @, 77U FF L LT IE 100mg
Z1H 20, RXESEZT LA 20mg 2 1 H20THD, (V.3 HERKOCHE ©
HZ )
< HEANT—H >
BEFERR N B (6 41) (= [C] 7F 27U FF o 100mg 22 MR O G Li- & & | #&54%
168 WFRE] & TITHBUFBE D 73, 20% 3 R HIZ, 24. 98% /N FE e Pk S A, [EIINER(T 98, 18% TdH
ST, RREOENCHEE SN T F 70 FF o OEBITENFNKRGED 46. 55% K% TN 4. 14%
ThHol,
A bRV R
<BH  HEANT—H >
R . (5 ) (A RV S UHEERTE 500mg A HEIR OG- L- & &, &5 48 B £ T
DR PHEMR TG B D 51. 6% Th 7= & OWMENRDH 5,
- 33 -



8. FIUARR—E—IZET SR

TFITITIF

<£# . in vitro>""
- b FPEE-AADOEED
hMDR1 (& RPHE7ZAE) HEBMRZ T L7z [MC] 727V 7°F o O R stk o 5 4
TF 7Y TF UL FPHETEABHORE TH D Z ENRBE I T,
- b MPHEZABHOEE®
hMDR1 (bt RPHEZZA ) 2492 [PH] YI% 2> (b MPREZAADORE) ORI E
W95, THIZVTFUORERRE in vitrol THRgT LR, 75727 U 7°F 3D
TR (1000 pmol /L) IZHWNT, & FPHEEAHICL BV T v i@k 31, 2%FH5E L7z,
R T U AR—Z =D
TN TFUOBYEMI BT S N T U AR—Z =D % in vitro ([T LTERER.
77U 7 F 2 1Fh0AT1, hOAT3, hOAT4K "WMRP2ZDIEE Th 5 Z & AR STz,
CEF RN T AR —ICH 2 DR
BRI RIS D b T v AR == R LK MADLERR T2 7770 7F UE
TERIZDWT, in vitroll THRETLTCRER, AT =42 87 v AR —%— (hOAT3) K *
B F A4 8T o AR—4— (h0CT2) IZxtT 299V HFEEM RO Havie (ICsff : 25. 2
N33, 8 1w g/mL) o
%) hOAT1, hOAT3, hOAT4, hOCT2. hBCRP, hMRP2, hMRP4

A MV R

<HBE . in vitro>*
B rD T U AR—Z =B AE AW TZRETORERI G A MRV I 3T hoCT2 241 L
TIRPICHEIE S LD Z EARIB STV D

9. BEMZFICLDBRER
TFI7VTIF
<BH  HEANT—H >0
MEENT - MIREHTIR R ORWERREBE (6 6]) (27527 U 7F 2 400mg % H[Al#E 0% 5
L. HGR®7ICIMIKENT 2 I L7z & &, 5O 12. 65PN EITRFICERE S iz,
) 770 7F ORI EROCHET, @%, 727U 7F & LT1[E 100mg
Z1H 20, RXESEZT LA 20mg 2 1 H20THD, (V.3 HERKOCHE ©
HZ )

10. BENDERZHEITHEE
(1) EEEICH T2 MmigEhERE
TFI7VTIF
RFFE TR IR - EERE T o > R e — VR 22 BRI R S T )
F100mgZ 1A 2[E (FA4 AEAD ., 12 L, i (Fled : 652 L, FEREE : 65
ATE) (2 K DRI & FEhE LTz, & ORER. ElmE O e o i )
T LR E D Coax B OAUC)-0, D LA EE DL (90%EHX ) 1LE41LE410. 969 (0. 647~1.451)
SO 054 (0.718~1.548) TH V| FhuZ LD RERETHO bR o7z, (IVIL6. (8)
g OESHR)
34 -



Cax (ng/mL) Tax (h) AUCo -5 (ng+h/mL)
i (n=13) 653 (49.0) 0.5 (0, 2) 908 (46.8)
KA O L 0. 969 1. 054
(90%fZHH X [#]) (0. 647~1. 451) (0. 718~1. 548)
Fm s # (n=56) 674 (44.1) 0.5 (0, 2) 861 (37.7)

SEMPEIE (CVI) [T (T IAE e/ IME, e KD

(2) BHEEZRH(ICHITH MBEFEE
TFTY ST
<BE HEANT —H >0

WERE, TRAEED, ETEEREREE
N (%661) (27 F 27U 7 F - 400mg & ZEIERF IR A4 G- L7z & & | & B pkREm
FE. FREREE. EFE. ESRD) OREFER XTI BT T )7 ) 7 F PREE D AUC, o DR
BIfED L (Q0WEHEX M) 1ZE 1,65 (1.22~2.25), 1.76 (1.28~2.43), 2.70 (1.99
~3.66), 3.22 (2.37~4.38) THV, BRI TITLE D AUCH- DMAFRD ATz, Coa

TR BEREEE DL DT NIZIT ORE Th o7z,

A MIEENTIGRR T OARIE A4 (ESRD) FEA M UMERRRL
HEATE (1

Cuax (ng/mL) Tuax (h) AUCy- (ng+h/mL) ti/2 (h)
R (n=6) 3349 (26.1) 1.0 (0.5, 2.0) | 12533 (27.1) 7.17 (45.6)
L EEMED L 1. 40 1.65 0.75
(QOWZHEIX) | (0.96~2.03) - (1.22~2.25) | (0.50~1.11)
HEERE (n=6) 2769 (42.6) 2.0 (0.5, 3.0) | 13370 (36.0) 6.84 (44.5)
A EEMED L 1.15 1.76 0.71
(QO%EMIXRE) | (0.79~1.68) B (1.28~2.43) | (0.47~1.08)
H (n=6) 2991 (32.0) 0.8 (0.5, 3.0) | 20446 (26.1) 7.25 (20.4)
B E D L 1.25 2. 70 0.76
(90%{Z FE X [H]) (0. 85~1. 82) B (1. 99~3. 66) (0.51~1.13)
ESRDFEFT (n=6) 3396 (38.6) 1.0 (0.5, 4.0) | 24437 (28.5) 8.54 (18.0)
B EE O L 1.41 3.22 0. 89
(90%/f5 HH X [#]) (0. 97~2. 06) B (2. 37~4. 38) (0. 60~1. 33)
R A (n=6) 2401 (34.6) 1.5 (0.5, 2.0) 7582 (25.5) 9.58 (39.9)

WAL (CV%) [T b Z P (Be/IME, HKAE) ]
: 60=Ccr<90mL/min/1. 73m*, HEERE : 30=Ccr<60mL/min/1. 73m’,

L
HE

E) 7707 F o oRRE SN HELOHER, @y, 727 Y 7F L LTI [E 100mg
Z1H2ME, RESEIZ1IE200mg %2 1 H 2FHTH S,

: 15=Ccr<30mL/min/1. 73m?

HZ M)

A bV R
<ZE HEAT—2 >

BB TE 7 (Cer: >90mL/min) | B (Cer : 61~90mL/min) & N2 AE (Cer : 31~60ml/min)

DEBEFEEF T A ML I R 850mg Z ZEEIFIC IR O LIz L&D A MRV

L UDOHEYENRE AT A—ZITUTO LB ThoTz,
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1

1.

Coax AUCq-co Ty CLx
(ng/mL) (ng-h/mL) (h) (mL/min)
EHgRE I E (3 1) 1.64+0.50 | 11.22+3.19 | 11.2+5.2 | 394.7+83.8
R R ek S (5 1) 1.86+0.52 | 13.2242.00 | 17.3+21.2 | 383.6+122.3
HAE R RERE R (4 1)) | 4.12+1.83 | 58.30£36.58 | 16.2+7.6 | 108.3£57.2
Cle : &7 V7T A Al + A U R 7

(3)HFHREREEERERICHS T HMERRE
TFITYVTF
<BE SNEAT—F >

AR T PR RE R R
400mg % ZEfERE AR O P - Uiz & & | FFHgRERS

83 (Child-Pugh Class B) K OMERERRA (% 8 ) (o727 U TFF
4 Y3 35 NN SR RSN s e R/

TFUPRPED Coaxs AUCo oo L O t1/2 DIAEIIED L (90%FHEX ) 1%, Z4E 4 1.07 (0. 78
~1.48), 1.17 (0.93~1.47) KTr0.71 (0.48~1.04) Th o7,

Chax (ng/mL) T (h) AUCy-o (ng-h/mL) t1/2(h)
ATHgRErE = B (n=8) | 2704.5 (31.0) | 1.5 (0.5, 3.0) | 11294 (29.7) 5.99 (58.6)
A EEMED L 1.07 1. 17 0.71
(Q0W{EHEKRT) | (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)

SATPIIE (CV) [ Taa THRAE GR/IME, RAAE)
) 77U TF oK SN HIER O &L, @, 77U 7F L& LT IE 100mg

Z1H2ME, RKRESEIZ1E 200mgZ 1 H 2ETH D,

)
ZOtt
LR L
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*=* 2

ZIS e

2. &2

IS ICN

(ROBEIZIFRE LGN L)

WL Rt (EALOTES IJET5EE
1. BERBLTOES

KT
1.

9.3, 11.1.1 B8]

(fEt)

TARRILISVICEYEELREBT7 O RF—2XERBITEAHY ., RTICES-HlbHES
1.2 BHBEEEEXIFHEEEDHSEE. SHEICERS T HI5E(1C1E. THMICEREECF#
FICHET S E, [8.2. 9.2, 9.3, 9.8, 11.1. 1 BE]

NTLBEBET Y F—YRZRILPTVEBCEBERELAGNIE,[2.2,2.4.8.2,9.2,
=)

BRI AR EEECHRET DI L, I T BULOEHETIE., AFBS5SDES*E
A RNV CHRERIESE D E IR FED W TERTE LT,

Ry LI HEHRSORRE A A T BRE IS Lianwz &y,

1.1 A RARLI AEREICBOTRICHEETREEEAE LTHART ¥ F—Y AR LT
BY., HEICTES72HbMEINTWS, VL 2. BN E L F0E AL, V
= bﬁ

RE L ZDEH

1. 2 BHEREREE SUIITHERERE E O b 2 B . @ [C 5T 28612k, BRI - IFee
MEEZITH IR EEEICER ST D2, 72, FRIB L Lo RS Tl

imeT v F—v
ABG L BESNTEY TR TR TH 570 AAR T OEE 2 MBI 2 &,

cHEET Y R— RO OB H BE
- HLJE OB RERE

=
o) [9.2.1 5]

45, ]

]

=%

[an

L
EZTBENLRH 5, ] [11.1.2 B

AiE
2.6 Efm SUTIEIR LTV D AIREMED & % 2otk [9. 5 B ]

2.1 RAN DB NI E T T F A RARIAN R LiEUE OBEER O & 2 B4
22 WITRTRE [ART V F—3 A& Z L3, ] [1.1, 8.2

- WO ED H 5 EFE [9.3.1 2]
SR, AliBEREL

O DA OIRIE SR MUE 2 FENLTVARBRIC & 2 A [HSRIMERE D THEIC & 0 FLERPEA 73
PR IR 7 B )

« BEKIE D BE SUIPACREEDN RS S NS BE (THL, IEHEDOBIEEEDH 5 EE . &1
CEEOT IV a— VBRI BT D IBONRBERENME T4 5, 72, BKIRREZ k4
ZERHD,] 1101 B8]

RSN R B IILHE D S N M & 72 D DO TTARAI OB G- 130 S 7200, ]
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FM BRSO i MR
Z Dfth RV I 5k, SRIFBRZE, VIR CK b5
PRAEUMBENE, MBS, BRRE Y, %2
MERE, BhiE, B, RBIF. BX v
B A2 At

D) HIBGER., B, HRBEIIIRT > F— 200HER TH L b H LD THER

—a«é\— &o

H2) EMERICEY EZ I UBDWINARERNSDOND Z 3B 5,

(fEER)

EN CEH U= R R NS, 77U 7F U BE R O A AL S U FRIEEE D BT IRSC

WCESWTERE LT,

EHBABEEREREER VERRIREERE—
BITEHZEBLRGL —

af

K GE 15k 2674
IR P BUE (14K 144511 (5. 2%)

Rl F o> fig FEBUEGIE (%) B oo i FEHUEGIEL (%)
[1C#E L O E] 1 (0.4) (EYRIED)| 4 (1.5)
G I 1 (0.4) I LR N 2 (0.7)
[H k] 9 (3.4) T ARG XTI ) hT L 0.4)
T 3 (1.1) A7 = 7 —R RN ‘
MR AS PR 2 (0.7) TI=UT ) RN TUAT L 0.4)
{5 2 (0.7) Z —PHN ’
LR 1 (0.4) 7 X T —BHn 1 (0. 4)
PR 1 (0.4) ifi H RN 1 (0.4)

(FRFREF)
BIVEA4 X, TCH [EBEE S AFESE B AGERL (MedDRA/J  Ver. 20.0) O#EBIKEE (SOC) I L OHEAGFE (PT)
THEH LT,

-47-




9. BERBREFKRICRIFTEZE
RESH TR

h

10. BERE

13. BERE

13. 1 JER
AREALIVNCEOVHBET V R— AR AZ Enb 5, [11. 1. 158]
13.2 WuiE

13.2.1 LR 7 v K=Y ANBD 5 NTEHAE. 7TV F—Y ZADOMIE (RERKFET b U w7 LEE
%) L R (GREIFIR) . MigENTE O Y 2R AL E 21T D,

13. 2. 2 MR EHTIERE T O RKHE A~ 2B I 7%7)7§v%wm@%$@ﬁm&5b\&ﬁﬁm
MEENT 2 FhE L7 L &, HEEO12. 6005 THRPICkRESNZY GKEAT—4)
W) 77U TFrORRINICHELOH &I, EE, 1\ 100mg 2 1 H 2 [\, FKRHE
H&X 1[0 200mg # 1 H 2FTHD,

(fan)
A R ARV I UHERRYESE OB A IR ST ED W TRIE LT,

11. ERLEDFE

14 @RALOFE
14.1 EFRIRHROIE
HP@%Q%ﬁiPW/—F#%WUmLTW%¢6i9%§¢6 &, PTP > — b ORARK
ZED . BEOWEAEABERBEASRIA L, BIIEFEALE B 2 U CHERIRRE D EE &
ﬁ%ﬁ%#é_&#%éo

(fEER)
SRk 8 4E 3 H 27 AAFH EESRE 240 B (PTP OFEHHHRIZHOWT) 1L V&RE LT,

12. ZOMHDEE
(1) ERERERICE D CEHR

15. 1 BRERRERIZE D 1B
4yxuyﬂiﬁmm%%Tﬁ@&5$’?yyﬁ%yyy%@%ﬁm%%%§ﬁﬁé
Zliz L RIMBESE Z 0T W EOWEND B,

(FEsR)
A RV CHEERIESE DB IR EED W TERIE LT,

(2) FEERIRELER IZHE D < fFHR

15. 2D DEE

15.2 FEERIREABRICE DIFHR
MeiE=Z >~ M7 27U FF 2 200, 600, 2000mg/kg/ H (2000mg/kg/ A REDMHEITHE 71
HLARE 1000mg/kg/ BIZiE) 4 104 M KAERE O BE Lz S AFPERBRIZIB VT,
2000/1000mg/kg/ B #f D e C gk o M5 AR D58 A B BE 2390 L. 2000mg/kg/ H 7 D
(60 IR 1 f51) ClREROIME PRIENFRD b7, £7=. 2000/1000mg/kg/ H BHEDHE CTRE
BEDFEAT bR IR O F A BEEL IS MBI 2378 BTz, T > MZT 27U 7 F 1 2000
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X% 1000mg/kg/ B & KB NG Uiz & O E (AUC) 1%, FRR ComA#EL& (1
5 200mg, 1 H 2[a]) ¢ 200 f5LL E X 140 f5LL ETH o 72, b, ~ 7 AEANET S
7Y FF DR AFHERBRTIE, SEEO S AR D b o,

(Fa)

TF 7N TFUBEOEF RIS TERE LT,
THIVTFL DT b ETES BRIV T, 2000/1000mg/kg/ B BEOIETHFRE D
1A AT DR AESAFEASHEAN L. 2000mg/ke/ A REDHE 1 B CRIERD M AFRIEAGED D7z Z &
K OY 2000/1000mg/kg/ H REDHETREREDBAT b BCFLIINE O A= HE LT HINIME R 235830 B 7e
ZEmHRELE, (X 2. (4) R3SAJIERE) OESH)
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X. JFEREREAERICREY HIHE

1.

IR
(1) EhFEHER

[VI. B3PI 2T E ] DIARMR

(2) REeMEEEEHER ©
TFETV ST
- EhTE Be 5 o
BRI A 5 AR
Ok, Bh%s) BEE
H — IR R O TN RO, HE
U8 X 7wk
if KIET1EH 500, 1000, 2000 | B2#87 L
% i (I, o)
A (TrwinDZE%) mg/kg
I ) e, HE
0 W, s B R Y 7> bk
e 500, 1000, 2000 | 2%
SRR R BT T R (. o)
" mg/kg
t MRl in vitro 1Cs0 : >300 u g/mL
hERGEE A B E 4 1E
BRIk 30, 100, 300 | 30 u g/mL : s#72 L
(RyF7 T TE)
HEK293 u g/mL 100, 300 u g/mL : hERGFE FEHIH
30 ug/mL : B L
S N C T AV SR =] ELE Y B in vitro N
I ) - 100 1 g/mL : APDsg-goH XHIE O i i
pos ZRIETERA T FLEARY 30. 100, 300
% \ 300 1 g/mL : APA, Vyaro APDso, APDsof% UYAPDag
& (% INEBABR ) FEAR wg/mL ‘ B
FEXHE OEAE. W ONZ APDsg-go FHGHIEL D il
JE, DAL OV EK O, HmE
I JRRIR A X 30, 100mg/kg : 287 L
ZIIETIER 30, 100, 300
! (K, 4) 300mg/kg : P PEDQRSIF ] D IE
(T LAY —1E) mg/kg
200mg/kg: R b U 7 AR O Y 7 AP
O e N
R, HE
JRE., IRPEMRE LD Z v b 600, 2000mg/kg : JRED NN, WO JRF T
) 200, 600, 2000
e TRIEEITIC RIETVEA (I, 8) , U DA, AV UL ROERPEEEOHEN
mg/kg
w WFHOHEICBW T, JRIZHET I8
E’K
7 L
% ;
n 200mg/kg : BB L
R, HE ]
SRER AR B B A R VAR 600mg/kg : SRERIAIEIE & OIKT
200, 600, 2000
K OVEBRICKIETEM (H, 8) e 2000mg/kg : SR ERIATEE 8 K& OB iR &0
mg/Kg
KT
- B, HmE
= \ 7w b 200mg/kg : I L
Vol EYEHRRIC RIETER 200, 600, 2000
; (., 8) 600, 2000mg/kg : HHHTDOIKT

mg/kg
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) EOIL7EE ER e S )
HREREE - B EkE
(1%, BviE) EReCn 1A
RO, HifA
i 7w b 200, 600mg/kg : FEa L
/NSRS RE I BAE S EM 200, 600, 2000
= (K., 8) 2000mg/kg : /MBS RE O i
)% mg/kg
;5: - #EO, HE | 200, 600mg/kg : 522 L
7
Bk KIETEH . 3) 200, 600, 2000 | 2000mg/kg : pHD FH-J T L iEME DK
KE. 8
mg/kg ERCAE
38.3u g/ml : B L
EHET7TIT=A ML S in vitro 116 g/mL : B 2 Z I VINHERELEROIKT
% IHER Sz RAETVEH FLEY b 38.3., 115, 383ug/mL: EAZIVRORTEF LY
E (FEFNLaY Y bR e 383 1 g/mL INHEE LR DK T
M E
A UV DA R AR (100, 300, WAL oA KO s = INHEIC 95
2 h=Y) 1000 umol/L) | ERIE T F 27U *F B OIER X/

L

APA : IEBENBAIIENE. Vaar : IXRILH 23 0 IHEE . APDy 1 30% -4 WRIEFTE BN BB B ] . APDso @ 50% 4 W& BN R
REFFGERFTA]. APDoo : 90% P ARIRHE B AE A FFHEREH . APDgo g0 : APDgo & APDy & D72

(3) Z DD FEERE Y (2EBER)
TFHEITYTIF
TF U TF RO b TOERBH TH HSKL-123201%, 100K V500 1 mol/LCTHEAR L 72v 3
no7usr—8 Q) I L TCHEEENZ RIS R0 olz, £, 7TFH27V FF UKD
SKL-123201%, 10 p mol/L TRl L 72 W T DZBIRK A A F v L LR ERYY T RED
fie (60FHFH) 1Zxf L CIHEEMZ RS R o7z,
TF 7Y TF AL 50 umol /L THICD3 ¢ FUARRNHIZ X 5~ o A JiLfigi >k T Al o> HE5iE M OY LPS
AT X D~ o A N b o B MR O sEFR I %F U CBREAER 2 R S 72 b o 7,

2. HMHHER
(1) BEE5HMEHER "
TFHITYTIF

EULYLin B hR% % #h5& (mg/kg) B O BIER (mg/kg)
(s 2000 e >2000

7w b
FHIRPY 125, 250, 500, 1000, 2000 JERtE © 500~1000

A X & 100, 300, 1000 WERE © >1000

P & 30, 100, 300, 1000 HERE © >1000
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(2) REZSSMHHER

TFHETV ST
e 5 BeEE TR B B
YTl FE2RETR
B R S YS (mg/kg/H) (mg/kg/H)
600mg/kg/ H LA L : IFigE &R, (4 HRREE L
FEORER, () EAREDOBNNZLE 5 IR E D 28
3] 2000mg/kg/ H : RIMDOARKEHE EZDZEhal, Mg, 4
AN 200, 600, 2000 |  MEHE : 200
o b FE O R, () HFURARE R OEM, () &
IKEOBINNZFE S JRBREEOLE), (M) e R o%k
M, () KR B CEPENIRER
400mg/kg/ A LA E (32 & L T2000mg/keg/ H) : {E/KEDHE
INELES IRIRAME OB, (M) Amprhl, () T
DBES & LD FUE
2000mg/kg/ H : KA K OV DO ARHE 3 _E R o Z2fafb., Hg
B, AFIREE S8, ANEEFLEFMEomK, ()
- FORAREEOHN, FRRARIEN B OB, Mg R
Pz}
. 100, 400, 2000 | e : 100 | FE OWIME M L OTSHIRFE OBEAMER, () FE 0%
o
. B FRROVERIIG, (M) BEHLRC R P AIZ B O
7
Bowry, (M) URREEOHEN, () FEREE0RD.
(M) BRBLERAR D KA b, () 7= PNIRRE D ZEHE, ()
FERERR B Rz OfbiRZSME, (M) BAifpr i, () Mlgco
s E MmO, MR MERR OB, /NRUERRIR M ERD
HEL
- 1000mg/kg/ B+ KR OVIMM O IRKE # Bz 022k, 1%
]
. 100, 300, 1000 | fE#fE - 300 | AKEDHEMZLE D IRAEEOES), (M) PSR LR OFE
&
- WERE, (M) PERRMIER . BT
. 300mg/kg/ H : LoAEX OHEMN, QRSFE K VT MMEDLER
S|
A X . 30, 100, 300 | WHEME : 100 | AW, SO0 SOIIREIRIE, EEMOSEETE, NBE kG A
A
- B VA REER DA
60mg/keg/ B LI o () B0 7 1 bR
200mg/kg/ B LA E : QRSFFFEJODIER:, () R 7 W RbAsE
43 #E 60
60, 200, 600 ==
wE . <60
600mg/kg/H (—F200mg/kg/ H) : fFligEE O MN%Z £E 5
% OV F AVERF R D RE AL
133
10, 50. 300 ERE - 50 300mg/kg/ B : QTc[HfED IR
R
521
10, 50. 300 ERE « 50 300mg/kg/ B : PRIEIFE DR
R
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(3)B=EMRER (in vitro. in vivo) *
TFITYIF
In vitro R T HAME 2 AW TR 2R BaBR, K ONF LSRR 2 IV 7o Gufa fR B
B, WONT in vivoBRCTH DT v b EZH W/ MR K OVRER] DNA A5k (UDS) 3B
e JEHE LTz, Yt R B ERER I IV T LR R E O RGBS VLR IFFIE P CHlitE A2~ LT
23, fO T s (3835 g/mL) TOZALTHY ., EF/MORRTIIRBETH-T2Z &b,
TFTNTF o NEENTREFEEZ ST AR EE X DT,

(4)DARMERER (oA, Ty k) Y
TFIT7VTF
~ 7 A% AV T LOAE B IR 1 8 503 AVt Rl (200, 600 % UN2000% ' mg/kg/ H) % FEfi L
T Z A TFHIZUTF U THARMEITERO b ho Tz,
F72. T v MEAWE104A B KAER O #5503 AFEPERBR (200, 600%2J (82000%°mg/ke/ H )
BFEME LI E Z A, 2000%°mg/ke/ H OR-ECRFI# O M PIAE O 5 A OHEINZS 753, 2000mg
5/ kg/ H OMELEI O FFIRIC & [FIER O ME AREA L & vz, £72. 2000%°mg/kg/ B OREDREHEIC
BWT, #EA K OBAT B D MBI OF A BHEE DS HEIN L, BT 1 R LR D3 A B EE D
HMEm S R o7, (TVIL 12, (2) FERRIRERBRIC LS < 1F#H) DTS
X1 HEVXTAE A% 1000mg/kg/ BIZR: L, 102108 THIF L7,
%2 MEIZ1018E CHEIRR L7,
33 : MEIE 99 W THIM L7, HEIT 71 3B LIKE 1000me/ke/ FZHR L, 84 ¥ THIM L 7=,

(5) EFEFKES MR ™
TFITVTF
1) ZIRRER OB R E TOMBIRE AT 238k (F v 1)
<HEBEGERER (200, 600 } Of 2000mg/kg/ H) >
BEEE PR LT, 2000mg/ke/ H CREHIIMBNG], FBEFEOWRA, HAKEORMN,
HMEﬁwﬁMI%%wmﬂm R B OVKE B B S Dl b . REHIAE 00 i K O 22 b,
(ZREB EIROE NS 1 OWd K OVEPENARRRER B A L Bz, BB o ARk REIC
FAF 5228 L LT, 2000mg/kg/ H TR 74U ONEBIE - ROK TR R 64, Thic kv
NRREITIH IS LTz, WIS AR KIT TR 13600mg/keg/ H £ TR b pin-o Tz, — ik
FHYSE R 8 K OV G RE IC B o R & I NS YIS AR B T 2 S E s, W
T H600mg/kg/ H & HEE iz,

< MEPE 53BR (200, 600K 1R2000mg/kg/ H) >
*m%@%%%@kb@6%m&yﬁuhfﬁﬁié®%m\%%m&yHTWE%m%

K OHEE RO . W EKEOINN A bh i, éEﬁﬁE%Ab TR E LT,
2000mg/kg/ H THEBMIOIER S B S iz, WIHIRIREALC 21 m®6ﬂ@#oto

%@%®*%%ﬁ?%ﬁ%ﬁ%ﬂ%%y@ﬁhE%%%uﬁﬁéﬁﬁﬁgimmymﬁh
FIHAIRSE AT B 2 M M B1%2000mg /kg/ H L HEE S,
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2) I8 - JRIRFAICET 2B (T > b, UHF)

<Z v k (200, 600 1K 2000mg/kg/ H) >
BV RAE ¢ — a2 28 & LT 600mg/kg/ H DL THEKEOHIN, 2000mg/ke/
A CAREHINE K CEBEEORD, W EEOHMA R bz, UL, AjEikEE
IR TRBITRD DR oTo, IR - JRIEFRAIC KT TRAL LT, 2000mg/kg/ H THA
IROFEEERIE 2 R’VET 5 AR RIREORA | WAL RHEE OB LB OB K O e
EAEACEORMEm RS R b7z, Ll EHEBHEIERITRD bikiroTe, HEWo—
e I E B3 200me/ke/ H . REEN O A FFFERE (2 B3 2 MEFEME B3 2000mg /ke/ H |

IR - R RS AR I B9 5 Mgk 3 600mg/kg/ H & H#EE S 4172,

<7HF (150, 300 KX 600mg/keg/H) >

BEMWC JIE T — AR L LT, 600mg/ke/ H THERE R DD, HEHERE, (R HIN
P K OMEEE R DRV 28 B S 7=, REEM O AEFiERE IC RT3 828 L LT, 600mg/kg/ H T
TEEN R DT, IR - BERAEICKIZTTRETRO bhveh o7z, FEWO—EEFER
T N OVE GRS RE (B 2 M 81T 300me /ke/ H . IR « BRI IS AR A EHME T
600mg/kg/ H & H#EE STz,

3) HART R AR ORAN NS RHADOEREICET 23R8 (7 v 1)

<Z v bk (200, 600 }(*2000mg/kg/H) >
REENIC M E T — iR B & LT, 600mg/kg/ A LA TR EOWD | (K INHNH]
K OME/K B O, 2000mg/kg/ H CHFIEE &OHMN R iz, Lol ARl XIE
EEITRO N oo, HAERICKIETTEEL LT 600mg/ke/ HEL ETREMH (1K
HEINIHD) BRONTE, Ll s, R - SKARE. 178 - 78 R OVATHERE
WX 2 BT DR o T, RHEW O —kaEtE i) B R &l 200mg/kg/ H . REE)
Y oA TEAEREIZ BE 9 % BEEEME RIS 2000me/keg/ H . AR RIZEE 92 HEEMERI 200mg/ke/ H
EHEE S,

(6) BATRIHIEHE
KPR L

(7) 2Dt EHEHE

TV TF

1) PUstERER (ELrEy b, vTR)
EEy NEAWTREEBIZHET 7 4 7% — (ASA) KSR NAEZHEET 7 17
Fo— (PCA) BUSE, ~UAZHWCTEM (7> 8 PARIGEIToI2fER, WThoK
JISHEMETHY . T 7Y FFUNHURMEEZ R T REMIR VN E B 2 bl

2) s ERER (7 v B)
7 v M AW TARMRER A5 X 2 st (200, 6005 U2000mg/kg/H) %52
i U 7= TAIRURAFMERURIS RT3 2 FrRPUAPEARE L VY v Bk 7 > Mk 2 8%
FEEIC LT, ZO/RE, WTNOBEICBW T T T 7Y FF U R EIC L D8I 5
NI, THTN T FURGERE A R T R RREIRERV E B 2 b,

-54-



X. EEHMEIEICET HIER

1. REIX5S
o Hl A NTFELESELD, A N7 S ECEHEHD
B, GEEES (R - EMEOLFEICLVERTLZ L)
GRSy TF TV TF S LN
A RV UHERRYE JE|

2. BREAM
HZhM : 34F

3. ARRETOIE
HE{RRAF

4. RV EDEE
Y LA

5. BEMITEM
BERMERGTA N AY
FYoOLEY : AV
ZDOMDBETTER : A N7 TEAEELD - Dz IR S5 B S A~ RMPD Y 27 fi/METE
oIk sngr)  (TTBZEICET25HE ) X H%
ZOMOREE R DOHEM)

6. F—R5 - AHE
F—H S AL, 757U FFURGA ML S RS ST AR TS B,

THTVTF L AL =—§E 100mg
A NV U« A NV R SE 250mgMT [ =Fn), A hAL X TR
HE8E 500mgMT [ =Fn)

W %h 3. 7T T UTF o A MR RS OFERIE A 3

7. EREEERR
201249 A 28 H (AHA)

8. BERTARFEABRVEARES, EMBELNHKFAB, REMAKFEAR

REMR ARG B EASicasy FEAMAIENEAFEH B | RFEBMGEA B

A BT F
201849 H 21 H 23000AMX00819000 | 2018 4£ 11 A 20 H | 2018411 A 21 H

il 2 6 LD

A BT F
201849 H 21 H 23000AMX00820000 | 2018 4£ 11 H 20 H | 2018411 H 21 H

i 2 i HD
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10.

11.

12.

13.

14.

BA=RAA

BEEHKR BIEERAKRFABRUVEZORAR

R4 L7y

BEEYRM

44E 201849 H 21 H~20224-9 H 20 H

HEHMFIRICET 515k
P FELRR ) R VR BRI ON SR L HE IS B D R AE B R E N E D H R S (AR 18 4R
AFEE SR 107 5) O AW U7 Rk 20 4R A B8 5oR e 97 5 (CERK 20 43 A 19
AfP) o TEEMRIC ERAZRIT SN TV D EHRE) IIEEES LR,

. PEEXRIFREM, RERUVAEXEEENFOCOEABRUVZTOAR

KEa— K
. JEAE G B A AR YE | RS 2 — N | VBT MERE
W74 . ) ) HOT (O 41 &% | - i
USRS = — R Y] =2—F) VAT AHa— R
A NTF
3969109F1021 3969109F1021 126545301 622654501
Bl 562 LD
A NTF
3969109F2028 3969109F2028 126544601 622654401
il &6 HD
REHBALEDEE

A RSN
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XTI.

3R

. BIRAXE
1) BABERE 2 - & BRI A R 2018-2019, 3CMA, 2018 ;60
2)VHWNEE : TFH TV TF ol A MR O EIER (A =—8E ABEHH 1 2012
9 H 28 H, CTD 2.7.6.3.9)
VHWNEEL : 7F 7V FFUENAERER (A1 =—8 Z&GRFEHAH 2012 4£ 9 H 28 H, CTD
2.7.6.5.1 L ONCTD 2.7.2.3.2.5)
4)HENEEL: A RV U SKkT B T ) FF MDA E R SRR GKFRAEH B 12018
9 H 21 H, CTD 2.7.6.4)
5)HNEE : 7T U FF AT D A MRS B HEER OKEEEH B ;2018 4E 9 H
21 H, CTD 2.7.6.5)
6)Drucker DJ, et al. : Lancet. 2006 ; 368 (9548) : 1696-1705 PMID: 17098089
7) 4 EIE fth o 3P LR, 2012 5 40 (10) : 883-894
8) Ahreén B : Best Pract Res Clin Endocrinol Metab. 2007 ; 21 (4) : 517-533 PMID:18054733
9)Vilsboll T, et al. : J Clin Endocrinol Metab. 2003 ; 88 (1) : 220-224 PMID:12519856
0) fr A7 il : KER & Ja¥E. 2012 5 40 (10) : 847-858
1)Rena G, et al. : Diabetologia. 2013 ; 56 (9) : 1898-1906 PMID:23835523
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
4)Lee AJ : Pharmacotherapy. 1996 ; 16 (3) : 327-351 PMID:8726592
5)McCreight LJ, et al. : Diabetologia. 2016 ; 59 (3) : 426-435 PMID:26780750
6) tENEEL: 7 F 7V 7 F D DPP-4 1Tt D BFEEH Ot (A A =—8E KFBHFH H 12012
9 H 28 H, CID 2.6.2.2.1)
1 7)NEEL . 7F 27U T F oD Zucker fatty 7 MIBIT DMFFRESCEIER OB (A1 =
—&E AGRAFEHH 201249 H 28 H, CTD 2.6.2.2.9)
1 8)fNEEL . 7 F 7 U FF D K T MBI DIMFERRUGEEH Ofist (A4 =—8E AR
£HH 201249 4 28 H, CTD 2.6.2.2.10)
1 9)#NERL . 77U FF oo B Ml T 5 1EH (A4 =—8 AFBHFEHA B : 2012 4F 9
H 28 H., CID 2.6.2.2.11)
2 0)HENERL . 77U T TF U OREER I T S EE - AR R (XA =—8 KR
FEHH 201249 28 H, CTD 2.7.6.3.1)
2 1) fENERE - AR SRR GRFRFEH B - 2018429 H 21 B, CTD 2.7.6.2)
2 2)fENER  BFORERR GKEFEAH 201849 H 21 H, CTD 2.7.6.1)
23)VHNEGERL: T F TV TFF L eI 7Y h— L OFWMHAENER (A =—5 KFEEAH @ 2012
#9H 28 H, CTD 2.7.6.3.8)
24)NERL : TH TV TF UL TR T I ROEMMEER (A =—8E KBFEHH -
2012 4£9 A 28 H., CID 2.7.6.3.12)
25)NERL: 77U T TF U ORER AT 2 EYENREIC I TREFEORER T a3
v ROEMFAIER (A =—8E AFBFEHH 2012 49 H 28 H, CTD 2.7.6.1. 1 KX
CTD2.7.6.3.7)
26)HNEGE : 7TF TV TF LT DM AN (A A =—8E KEREHH ;2012
49 H 28 A, CID 2.7.6.3.10)
2 7)VHENEEL: T ) FF L AT E DY EANER (A A =—8E AFEAEHA B 12012
49 H 28 A, CID 2.7.6.3.13)

S NS W W W O — g
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2 8)HNERL: 7Y FF L s AR Y COIEMFEEAER (A A =—§E AFREH H 2012
9 H 28 H. CTD 2.7.6.3.11)

2 9)Somogyi A, et al. : Br J Clin Pharmacol. 1987 ; 23 (5) : 545-551  PMID:3593625

3 0)Song IH, et al. : J Acquir Immune Defic Syndr. 2016 ; 72 (4) : 400-407 PMID:26974526

3 1) Johansson S, et al. : Clin Pharmacokinet. 2014 ; 53 (9) : 837-847 PMID:25117183

3 2)HNER : 77 TF o ORISR DB  ER G R (A =—§E KGR
F£HH 201249 A 28 H, CTD 2.7.6.3.2)

3 B)HWNEE: T F 7V T F U DRERNCBIT 2~ ANT (A =—§E KREA R 2012
49 H 28 H, CTD 2.7.6.3.3)

3 4) HENER : IERERRBR — 7 27U ST s ieiER - WL (A A =—8E AFREA B
201249 H 28 H, CTD 2.6.4.3)

3 5)Pentikéinen PJ, et al. : Eur J Clin Pharmacol. 1979 ; 16 (3) : 195-202 PMID:499320
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