- N 2 = S
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- 5 S 2 i 2
AZEBAL S OF ST, 0f 0] LjOFS0] 45t B2t 5 ATH| O1280| 214222 60 mi/min/1.73m” O
%

301 BERHEEE CrCl < 60 mi/minlis 0] %0] 822 12 18] 10 mg2@ ZH5}7{Lt KAI510{0F BCH At
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A O2E0] AFHLZ 45 mL/min/1.73m  O]ZH{E= CrCl <45 ml/min] ¥ 320l= 0] &5 ST
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8 BIE (1245.19, 1245.20, 1245.23 (met),

1
1245.23(met+sU), 1245.33.1245.49, 1275.9(lina+met), 1245.25-TS )

oot

‘OI °f 10 mg

‘OI 9F 25 mg

Eoz

CH=E£0] (1245.20) (24%)

N 229 224 223

(%) 0.4% 0.4% 0.4%

FLo (%) 0% 0% 0%

HEZ20I HE(1245.23 (met)) (24F)

N 206 217 214

| HE (%) 0.5% 1.8% 1.4%

ZL5H HEH (%) 0% 0% 0%

HEZZ20 + MILIL2) 0t HE (1245.23 (met + SU)) (24F)

N 225 224 217

AHEEH (%) 8.4% 16.1% 11.5%

ZQ5t HEH (%) 0% 0% 0%

I QF2|EIR +/- EZ 201 HE (124519) (24%)

N 165 165 168

AEE (%) 1.8% 1.2% 2.4%
0% 0% 0%

N 170 169 155

A (%) 20.6%/353% 19.5%/36.1% 28.4%/36.1%
T2t HHEH (%) 0%/ 0% 0%/ 0% 1.3%/1.3%
MDI 91521 +/- EZ20I YR (1245.49) (18%° / 52%)

N 188 186 189

A (%) 37.2%/58 0% 39.8%/51.1% 41 3%/ 57.7%

0.5%/1.6%

0.5%/1.6%

0.5%/0.5%

HEZ=0l + 2|L}22IE|l H2(1275.9) (24F

N 110 112 110
AHEEH (%) 0.9% 0.0% 2.7%
FL5 HEE (%) 0% 0% 0.9%
EMPA-REG OUTCOME AT (1245.25)

N 2333 2345 2342
A (%) 27.9% 28% 27.6%
FL5t M (%) 1.5% 1.4% 1.3%
SOIEl YL ¥ <70 ml/dL F= 27t ELF

Tt MY HX|7t Hast AT
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? W3SH0] O] Sfof| A BIRHSHA 2N Z ATt
(0] 210 mg 4.0%, O] 2 25 mg 3.9%, ¥I2F 1.0%). O{’J0lM= |2f0f| BISH O] 2f0i|A BIFISHH £

& B, YoM E I 2{017F I 2| SEUCt 47| dE2 BS WAl SS=OIAU.

® b= S7t

B S7H(El, Che, = OFZH IS 7} 2| 2F0]| BISiAf Of 0l A BIHSHA 2 0% UCH (O] &F 10 mg
3.5%, 0| 225 mg 3.3%, Y% 1.4%). 'z 3712 A= CHERE A3 WA S5T0|UCH OfZH=o| Hl
L= O] of2t AAAZOM FAFSIRAC (K 1%).

22ZH| BURIE= MEHO 2 0] 9f 25 moat it A0 FAFSIRAAL, Of of 10 motOfl Al =Tt
8.8%, 0| 2f 25 mg 7.0%, 212 7.2%). 2|1t FASHA O] O ME 2hy = AHEE 2

2ZE| 2t FHO| U= SAM 22 ZHO| BIEHA 2 L|UCt 22 A Y=(FS, 8=, 3

S)= 0] A ALZOM FAISIAC. 22 ZH2 0 JoM= 2(24=0] HIsH Of FZOl|A BISHA 210

E| At oM 20|17t SAUCE.

O ofzat 2{F=0f| A FAFSHRACE (O] 2F 10 mg 0.6%, O] 2F 25 mg 0.4%, 2/<F
0.3%). M2k &4 O[HIES| Bl = 75A| O 42| SHRI0|| A 2| 2=20]| HI3H O] 2b=0f|AM =QUCH (O] & 10
mg 2.3%, 0] 225 mg 4.3%, 2|2 2.1%).

©® 2= 3Ot S7t E AA GtE A

SZ J2OtE| S7t L AtLA| O 2tg 24| MEHH Ol YMEIE = 0] &7 & Q{2 0|AM FASIACH (&
= 3|OtE|' S7F: 0] 2F 10 mg 0.6%, O] 2 25 mg 0.1%, /2 0.5%; A4 O{2tE 24 0] 2F 10
mg 0.1%, 0] 2k 25 mg 0%, 2/2f 0.3%).
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UGT2B70] st 2FF-E2 4SS AlAL
4| (human uptake transporters) OAT3, OATP1B1 & OATP1B32| 7|&0|L}, OAT1

Dil
LU OCT29] 7|1A 2= 2851 Y=L} Ant=22|ZE 2212 P-glycoprotein 2 BCRP (breast cancer

UGTTAS
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=

214 UGT1A3, UGT1AS,
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resistance protein)2| 7|2 0|C}.



duot=2|S 2202 Z2H|UAIS(UGT EAZSHA|, OAT3 MoliA|)2t &7 FojA| dotze|E22 Edse
(Cmax)2t s&-AlZE HH(AUC)7t 212F 26%, 53% S7ISIRACE 0|2t Hote PHH2E o0|A= A2

2 HFE[A] UL

Aot=2S 222 UGT 7t Y2 A+EIA| R/UACH 72d0| 44T 2/e0] J2B 2, 0|0] e UGT

0|

20| FEA|2te] EE2 L3Ok BT

An| Z2 2 (OAT32| MA|2|(in vitro) 5|, OATP1B1/1B3 &2 &5 AsHA|)2t 4528 HT0AM
Al dot=2| 222 Cmax2t AUCTE 242} 15%, 59% S7t5tRALt. Ol2fet Hst= A4H 2= o0IRU= A

O ZHRE[A] GFUCEH

S| HI4 e HEO| 2|5 OATP1B1/1B3 &fE +&42| Adl= Ait=2|S 22 Cmax2t AUCE 22

dot=2|S 22 2= P-gp AoA|Ql H=tItE 2| EEO0| 20| kARO[ FAISIA=H, Ol= P-gp A{sti7t
Aot=2|S 220 tish YSH2= 7|5t S0| YSS HEHHTS

Aot=2|S2I9| Ass2 A IIHAOM HIELET, Z2|HI|2|E, T|2=2[E

— L

f
=, AMEZEEl, 2[H=1E, o2, HefotE, 2t0|2E, HHEAEIEIO| ofs HstA| U2, A2Y T

LS M—

SI2I0| M E2tM0|E, 5| =222 2E[0LR| 0] Q|5 HSHA| RUACE.

@ Yot=2|S 229 ChE =0 tist S

o o

|& B2 S S7tAAH &Y 2l st 24T - ULE €3 2le sk= Bz

2
22220 £0 & B HE 30| O A5 HAL(0f0} 5iCt 2 2|& =0 S Il 2les YT
A O

EH|2[(in vitro) A0 M BI=ZE|S2RE CYP4A50 isoformsZ Asf{otA L 2 E-d8tA|7 (AL FE5tH4]
et AM=2/Z2R2 UGT1AT, UGT1A3, UGT1A8, UGTTA9 £ UGT2B7E Afaliot| eCt. o
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