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249 = AYAR, HEZ2R F7 2o ANAR 3l DjoZ2fERE £t
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AR,
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(1) cuzeiz2el
O LUEY: tize22te 2] gekd AR B7iE o BH0lME DA E= SHEUM SUs RE6H
AGUT. DFPAMY| A7 B2 2200 5, 15, 40 mg/kg/d, SAHM 2, 10, 20 mg/kg/Lo|len,
AEGMY A7 B2 U 2F 0.5, 2, 10 mg/kg/2 0UCH DFRA0M Eo1E 20 822 19 10mge
Z{TRIMZERMRHDIOIA 2la AUCS] 2 728 (20) 2 105612 AUC =5 tllp0i sligsidnt. SEGMQ|
AUC =52 MRHDOA2] 217 AUCS| o 131847 3! 186827
QEAHHO0IHY: LIZ2Z2E2 Ames ETR0LY ARINA SHO[9LR, in viro BMA 01y LY ARlM=
LHo[ACU, Ol S9 2 ZUM 100 mg/mLOKY = Of 225190t S5, CiZ2lE22 MRHDOAMS]
Q| =29| 21008 olyol aiFsiE =20 HES HOR HAEh Ad 2 DNA 57 ARSHA in vivo
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@ MASHOl: SIE0] Tfe MAls B 27 difol 2 ARIIAL, 15, 75, EE 300/210 mg/kg/29l Cl=Se|E2Tl2
24007 FOIGIAU(300 mo/kg/Y B2 4 F 210 mg/kg22 2), 3, 15, E= 75 mg/kg/d &2 LA
FOIGICt. CiiiZRS222 Fofer o BoiM= 20 E= LM U0, YA E= 27| diof Lo dF=
OIRIA] 23U (=5t 202 AZ0IA MRHDS] 1708 il Ofs 2 998 Hi). RAI2H, 300/210 mo/kg/2IA, He
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2 542 75 mg/kg/LoIME GO0 S0 27l St Holas|o] DA 2o =Tl wEEE0A
FPEUBYNOAELY 1 mg/kg/day2 IMRHDOIA 23] 112] oF 198H0[0 2] FAl L=S2iof sHEeict, StEet
E700] Tt F7pHL diEfor SEARIA CIiZRlS 22 2 SO| 7|27l £R8 7|2 sidste 2
SRl E7jM F0iE of 8220, 60 22 180 mg/kg/D)HME 2A| E2 L SH0| B[R] ASITH 180
mo/kg/ZE MRHDE| 2 1191819] M=o siggitt. SEWM tuZ2iZ222 75 mg/kg/2e SZMRHDE
o 144187 BHOIRIANY S22 ZI7[FHE UEIUA] 229U, 150 mo/kg/2e| BFMRHDOA Q1% x119] ¢
23448004 28| 5! EL=H0| B0 HOICH 2A| SE2 ARYE, 0l AN U A AlE & B4 Angol Zas
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Z2FHA, MRHDUA CHZ2E2712] £0f & of45f= 2I4| dapagliflozin 3-0-glucuronide ‘=51 S53|
opel == 2E(AUCIHAM dapaglifiozin 3-0-glucuronide THAIRIZE SAIRICE SEGM 715 22056 0]
SN A0 HEE BT 8 2 27I125HEE 2s 5719 Hele =2 E ol ARt 2EEACHVRHDAA IR
=50 2GS T 21008 ORY). MRHDOIAS] 21| == hH| 32004} 0142| =5 ti0f =EoIAS0= 275
1224 8710] THof THEt ARJIM B2 MIEH = 225 27| SH2 Yol
(2) AEr=EE

@ 2N, HO[AN, s Yo =S o= AERSRE 50, 150, 500 mg/kg/day2| S22 217 SebdAIRI0]
SO U RRUM 28 7F ME/UE(Combined liver adenoma/carcinoma) 2H440| 71310, AZiojAl=
500 mg/kgdM 7ietel gao] STI5IRICH o] B2F2 AUC HlES o2 & of QIRZIEEEZ(MRHD)Y! 100
mg/daye] 42| 608) H=2f = ERI0ICt, 7he] ZYE 150 mo/kgdl M RETIX| 0tn, of 82 SlxzlciEEgRe|
72| 204ef SF5H= S20ICH U OFRAS TMO=2 AERSEE 50, 125, 250, 500 mg/kg/day o= 247+
LOLMAIRS 3BT, QIA| ZichEEZe| 7e| 708 SHEsk= 500 mo/kgHAl O E7IAME Z%e| LMo
B7I51A] AT AEISRER 9E2I0tS 0f28t 21EAH0I(Ames)AR, CHOMEE 0S8t MILIHMA0[MAR 2
HAMERTEEA | 2 ZhE HHAMFOAAIR N vitro alkaline elution assay) 2 OFPA ZENES 0|28
HLASHARDE ZE YRHe] FESHETA HO[RA 3 FMFOEFLO| LIEFLIA] 2494TH
HEO| s AR 125, 250, 1000 mg/kg?l 22 2Z0IM wf © 457 wiiA] & SZAZDIRS
Z8F)F0fol, UM o 2FTIRE] A TN ATEHGIAC 125 mo/kg(RIMZIT RS of 1 26f)olA
Ol SEHSOIME BERIR| polth DEYCH RS2 2508 3 1006 M= B2t BASe MELL| B71t
AT M HE=(SICH

@ MAISH: SHES EDOf A AR MASHARNA AEZZE 125 mo/kg SEUA zliEzael 120 =50
SHEZIA] SOIE 1, SEiSO0[LE Efofo] &4k SI9iTt. Jelut YRS tido= o (iR k= glen S20Ae
MASHAR 2oz S8 MM B3 oI5E = Us A2 ofn2 YRuML MBS EEwA| Yt
MNEFSEIES Ubieh Azl si=et EalefA YA 6~20U (71 M7 (of of A HEeA| 21 250 mo/kg, =TI
Z|1 125 mg/kg EE AUC Blmof 245t QA Z[CHEEER2! 100 mg/day2 of 30K, 20647H%| SO o,
Z|7|3M2 it =0 1000 mg/kg/day(AMEAAR] ZITEERORIR! 100 mg/day2 oF 100H] =&0
sEle A7FN Al DEEUSE Ml AL 52 SeRe] SHS0] SO At YA 3 2127K] 1000
mg/kg/day S ZTE0EH =0 M| U4 2FUA AE0| 20Tt 71S0ILt BSH Oy BEEIR] 2RIt
AEISEEE YList So| F01% 2A7I0 SF 45%, 24ARN 80%7t EHRISRIEIRCE, EVME T 5 24171 of
66%, 24710 30%SiCt.
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ZE5S olm50!
SotE =200l

E

S

[Chize|E27)
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&2 AUCo~aer Crnax
(ng - hr/ml) (ng/mL) Trar) felfr)
ZAPFEI0Y 03 0.75
x| (ChiZeZ2E2pti2481E) | 550.7+137.6 177.4£43 1 0.50~3.00) 10.29£3.73
[EI=g0rAERRNH7 1) ) )
= AEE2EIE10/10022 23 0.75
Slot
AR (RS IHI0|9H2H 567.2+138.7 181.1£47.0 ©0.50~2.50) 10.81£3.21
90% L=t log!.0013 ~ log0.9308 ~ B B
(B log0.8~ logl .25) logt.0617 logl.1042

(AUCH, Crnax, te: BB £ EZERE Trac SR, n=37)
AUCT SYMZIRIE ZEHESE FAARHIIX|S] BEsE- A= o2
Crrax Z ST
Trac ZDEESE CDARE
toa T AN BT
* U w7 RISXIE 2OHEE ET A A19] 90% MER

[AEEEE]
HluEriEs Fowks
&2 AUCo~aer Crnax
(ng - hr/mL) (ng/mL) Tradr) feli)
AslotE 002 200
R B (MEZEERINHEIE) 36724568 483.7£115.0 (0.50~5_00) 7.37+1.09
[B=A O] ) )
= ARE2TE10/100220 2.50
Slot
AR (RS IHI0|9H2H 37174594 477.7£120.7 0.50~6.00) 7.54+0.93
90% L=t log0.9926 ~ log0.9110 ~ B B
(7 log0.8 ~ log1.25) log!1.0313 logt.0617

(AUCH, Crax, 1y, R EEETR}, Trac SUZHHY, n=37)
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