20234F6 H 2aT (510

=mm%eﬂ%§ ) ‘ BN EERRIEES
Bl EERE JETUVENEIRNFY Y F VA F Y Y —CIRER 873949
S FRESIME G EA|
T 7FYRY v MR
VIIE e e =) |
it J1 ) FUAFYE#10mg 904 )
n ‘
I FIAFYE20mg BIA ]
n ‘
I FIAFYE40mg  BIA ]
11} ‘
17 ¥FVAFYF0D#10mg 941
11} ‘
I ¥JIAFYyH0D#20mg ¥4
FEBUXOSTAT Tahlets, 0D Tablets [SAWAI]
$£10mg $E20mg $E40mg
& 28 &E S| 30400AMX00136000 | 30400AMX00137000 | 30400AMX00138000
BR 55 B 1A 20224E6 H 202246 A 20224E6 H
OD$¢10mg OD#¢20mg
K BB & S| 30400AMX00118000 | 30400AMX00119000
) IEE - BSOSV ERT A & R 55 B 4R 202246 20224E6 H
2. BR(ROBEICHBELHENTE) Boa | 7 71;;; rﬁﬁ; fJODﬁ 7 éjm; ﬁj; ﬂom’%
2.1 KRE DA U sEuE O B O & 5 B E \ m
2.2 ANHT NS YKRMLIET HFF 4T ¥ 250 o = —
L0 12 " Fhi EEVNUER T
g A g e g
3. 4R - PR 5 (e B3 SE) . (e B i)
3.1 2R % (mm) 6.5 8.5
0 TrLTFIAYy MT2TFVAT Y MT2TFVAS v b JE & (mm) 3.1 3.8
" $:10mel 7 4 ) | $820mel 7 4 | | $t40mel 7 A1 | i (mg) #7100 #5200
BRI EYAEYEYER ARARFTR 7x7%v 0D 10 %74 7x7%v 0D 20 %74
[15Er] 10mg ‘ 20mg ‘ 40mg

HIFroNa . ZFOAH N AH— ANa, BLF45 >, A
Wl |77 ) Y EMg, F vy, #LEE v FudyTo¥ren
O—2Z, e7uxu—A, @57V 7 7 ALy

5 % 7 7%V A% v MOD§E 7 7%V A% v FOD§E
o 10mg[# 7 1 | 20mgl 7 1 ]
R %) TLTEVAL Yk

(1525 10mg \ 20mg

TIJTNFEMAZZ)L—FaRY<Y—E, A AT—
A, ZUAHINVAU—ANa, 7 UARE N, BEEKT
Al Hmtva—2, A7 70—-A, A7 7T v#EMg.

7
WAL | s S b FoEs s aeienn—, e
AU—A, D-v>Y= k=), XZT7 ATV Mg, 1-
A =
3.2 WFIDMIR
box T2TXIAY Y MT2THFRVAY Y MNT2TFIAY Y b
M 0mel T 4 ] | SE20mel T A ] | $840mel T 1 |
@) & &
o =7/ N\
— — =)
VA DIZN _ .
A EEoON — vk
# e R HREAD T A NVAT—T 4 V7 §E
[ER i~ R o
B8 (mm) 7.1 7.1 9.1
JZ & (mm) 3.2 3.2 3.8
HE (mg) #9129 #7129 #9257
FAEFOR [ 727FV 10074 | 727F Y 20974 727%FV 40H74

4. HEEX TR
OfRE. BFRERMAE
OB AAEEESEICH S RARERIIAE

5. MREXIFHNRICEHET 2T

(EEl. SFRERIMIE)

5.1 KFNDOBHIZH 720 TlE. WITOHFIRHELSEIT. Y
EENLEE SNLEFEEZNRET LI L,

(D AAEEEEICH S BFRERINEE)

5.2 RO d 72> Tld, EHEREIEETEORIE) A7 2%
BLGEIBEE T #BIRT L 2 &,

5.3 AHNLBEIZ AR S N2 REE % 0% 2 EHIE e v 7z, I
PRIERME % 208 KT X8 280 53T & v,

5.4 HSAALFIETFRNTSE L 72 W IR BRIE |2 AT 9 % 4K o A5 % 1
T O EVETRE L T v,

6. FiENUHAZE

(Rl =PRERIIE)

WE, BAIEZ 72 7F VA Y bELTIHIOmg X V) BifA
L. TH1E&E S 5. Z OB mREBEZ L 278
LB U TIEA IS 5, #fifrE 3@ 1 H1040mg
T, BEOREBIG U CEEIRT 225, AdkS-2I1Z1 10
60mgs 35,

(D AEEEEICH S SFRELINEE)

WE, BRACIZ 72 T7F A5y b e L T60mgr 1 H IR
%59 %,

7. BERUHEECEAET $FR

(@R, EPRELIE)

7.1 RERFE T I X B EBOEN I, AP RERE O SR KT IS
£0 R B E 2 G RSE) BFFE SND T L H DT, K
O 513 10mgl H 1H A 5 Blgh L. 5Bt 7 & 208 [ AR
20mgl H1lml, $%5-53 4572 5638 B DL 1240mgl H 1 5- & 5



DHE ARSI, B, WERITERE T5IC8
R 5HIE[8.4, 17.1.1-17.1. 3]

(WAALZEGEICH# S RARERIMAE)

7.2 KHNI. DAALFHERIRL~2H I S 5- 2 BT 5 2 Lo

7.3 BRRAEIR K NI IRERME 2 £ =8 ) > 7 L 035 AL
BZ5H H ZTHREG3 52 8o 2B, BBORBIIS U T, &
SHIM e EEERES 52 Lo

8. EELELANER

(Ghgett@E)

8.1 IR EDH S5 b B EDHHDT, KHIESGHIEE
WIS EIT) e, BEOIREZ T8 T 52 &,
[11.1.1=]]

8.2 AHNFG TR BE DT R OF ML HERE L. 2E AR
5N G I HIRIR B R B oA 2 i+ 5 Z &

8.3 LIMERE LA T 2MEEE 2R E L7y R R B
WC, 7)) = VI LT 27XV AY v METIL
MEFLDORHEEI oz b DWENDH L. AHEHGT D

BrA IS DM R B OREERH 72 2 BUEE T 5 2 £ [15.1
ZHH]

(R, FFRERIMAE)

8.4 AHNIRIEMETHTH V) | BT I (i JRZEIE) ZE8URE 12 1M
HIRRAE 2 8T S 5 & EBI T 28 O BUIETR) 2 B S € 5 5
NN D B o AFEGHIZ I BB ¢ G JEIENE) T8 L7z
LA IERDP B S5 LT, AFORGZRGL RV Lo
T 7o, ARFNFEG I R B E 8 O JBVIEE) 28383 L 723 &1
& AROHEXERT LI L CGE/#H L, ERIZED
aeF v AT UL FEBUIER RIBRE AT 0 A N
O 25 2 Lo [7.15H]

9. BEDEEREEIIEEICHT IR

9.2 BigsEEEEE

9.2.1 EEDBEEEEE
EEOEREREDD 2 BFH G L LRI ZER L <
W\, [16.6.1518]

9.3 FFigsEE=EE
JFREEREDH L BZE 2R E LRI ER L T\
Vo [16.6.228]

9.5 IT®
IR SR L TV A REED & % Lk id. EE LofA M
AfalEtte Lnls RSN DG ARG TH 2 L,

9.6 =3
EREOERIER ORFLREBOE RN Z ZE L. 2L OME: L
WEHIER R S 2 ko BIER(S v M) TEADFI IR
TTAHZTERMEINTND, Tz, BIWER(T v M2BU
A A OV A R o FSAE R NI BHME DS REIZ B9 5 3R @
12mg/kg/H (60mg/H TH b b M4 i EwE D011.14%) DL
THAEROEREIZ T > F v LHEE SN DRESILE D DV Iidks
. 48mg/kg/H (60mg/H TO b b o IL4E k5% & 039.365)
THEFLEROIF . FEAZ L OZHFIH . RO REL K
OHURBRERI MO RO 5 Tw b,

9.7 INR
INBEE R R R & L R ERBR I SN L T e v,

9.8 =HinE
BEOREBLZHSZL., THICHFEELZYOARF G352
Eo —RIEHBEENMET LTWA Z Eh% 0,

10. #HEFHA
10.1 HHARRWHALEWI L)

RN E BRARAEIR - #5185k W - falsE T
AN T N7 S ORIWER % | 74 7)) O A v A
IR W 2R D 5. TN T v ORBEHETH L F
(A7) FrFrAFT—EOHEIC
THFFT) v L. A AhT N7 rolih
(A0 7 BER RS e T
H=) J =V (EE) TSN T A,

[2.25H] FHHXH L F oA F—F
HEEAZLOZ E0 S, [k

DUHENEN D % o

10.2 HAZERWHAICERTS L)

A5 B AREIR - HEE T W - fabaR T

SRS K, R, WMREE SIS ORBBEETH S
HEOY YIS VORWER| XY v F oA F ¥ —F D/l
EYET DU REN D H 5o | FIZ L D, EF T o

APIHIL, TEH 2 iR s 2
SERTOTY 2 — v ()
THILENT WD, KHE S F
YF A XY - YHEER
Lo ks, O
Hhd 5,

B4 TV OMAEEN T Y ) Yy oREEEETH B

FRT LRSS L, |FHrF A F TS YD
RE LB T 5% AEICE D BB L UHIVE
2. VYV oS|I BIZBWTY Y Y Y DOChak
HICEET LI L, CAUCH LR 2 Z L7 1
T — V() THISNT
Wo, RESFHF 4 F
VEY—YHEEHE b O L
o, AREOREND S 5,

*

OANAY F 2|0 ANRY F v ol | AFI2DBCRPA HET 5 2 LI
BEN LR T AR LY, A2 F 2 OAUC
Wb HHIL .9, Crax S92, 115 B 5
L7z oS H 57,

1. 8ERA
ROBIWERN S SbN b I ENHDHDOT, gL 512470,
FUREDRD O NG A 3G % kg 5 7 EE ) Ll 24T
3k,

1.1 EXFEIER

11.1.1 FFEBEREE GHEEATT)
AST. ALTE D LA %00 FREREER S S Db D 2 L0dH
%.[8.1%M]

11.1.2 BBUE (FEARH)
EGVEE. 5% EOBBIENRD HbNDL I LD 5,

1.2 Z0fDEIER

w2 1~5%ski 194 HHER]
1 R ER i/~ A B
2. fi
B TSHHN
R FRO LUK, w0y 5. R
WE, IR il
Lol B B
H T A B,
L M

JIF - NH3E R | BT B B A5 Al L
(ASTH4M. ALTHE
B, y-GTPHIINE)
WEts% | BETE VU, PUEASELRG, CK
LIk

B-N7 & F VD7V 3+ |Reimd
I =y —XHhn, R
ouarya7y H.
M7 Ly o= 8,
IGRES YN
R, L, I b | RE
7)) RHN. CRP#
I, w0 o A5

HIRZ . BT

B B O PRI
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14. BALOER

14.1 FRIZZHIFOER

(EIBIHE)

14.1.1 PTPAREO#HHKIIPTPY — b 250 ) L TR 5 &
IESTH T Lo PTPY — MORRERIZL D). WS EE
KA A L, H121352L2 B2 L CHEBIA £S5 0= E 2 416k
EEPRT LI EDN DD,

(ODE)

14.1.2 BANTEHEO LIZOF THEE A IZH S5 & i 5720,
Kz L CTIRHTRECTH B, T2 KTRHTAZEHTES,

14.1.3 RENIE-F FOIRETIE, K2 LTIRAZER2WZ &,

15. ZOMDEE
15.1 ERARERICE S < EHR
WA CER S N LNERET AT MR EEEIRE LT
EEMIESERARIC BT, FEFMEE (O MmEE. JEFIE
TEOHZE, FEBIEHEM AR, AR B E IR 3 5 B AInAT
HEMOBEETY FRA ¥ MiZowTid7ra 7y J — VEEIC
L7z T7XFVAYy MECTESHUEIRINZEOD, FEIR
FHfEE O 9 HOMERDOFEHEAGIE 7 = 7F VA5 v ME
TO7Ta 7 ) — VEETENZ4.3%(134/3,09861) . 3.2%
(100/3,0926) T ) 7 = 7FV A% v METED > 72 (N H—
FHI95% A5 A X ] 0 1.34[1.03, 1.73])o LML F Tl
ML BIDERIEN RO S o7 (T2 TF Y AY v M
2.7%(83/3,098%) . 71 7Y/ — L #EL.8%(56/3,092f)) o
T, AT ORBEEIIOVWTL, T2 T7F VA Ml
BT a7 ) — VEETENZNT. 8% (243/3,09861) . 6.4%
(199/3,0926) T ) 7 = 7FV A% v METED > 72 (K —
FH[95%EHEX M : 1.22[1.01, 1.471).[8.35:H]
15.2 FEERPRERERICE D < 158
Vo B & O 721048 [ #2512 & B 25 A RIS ER I B\ T
e HER (T v F24mg/kg/H [60mg/ H T & b o M4 gk
Fim DRI25 (M) M O26 (M) 5], ~ 7 218.75mg/kg/ H [60mg/
HToOt b oIEgdEsofd () &k O12(F) f51) OBtz
FHrF U EHESNDHRILE - ADRRO LN, XTAD
18.75mg/kg/H (M) K 185 » b ®24mg/kg/ H (M) (2B BEIE 5
(REAT I B FUBHNE K ORRAT L) O FELEMHE OBEMNATRED H 1
720 X ATIZBENIC R > F Ui - AR L 2 vt
TC. BT L OMBIERIEERD SN hr o 7z (o WEET
. G ORI e &N & B EEA RO R R T 5 2 L1
L0 BMHEOEEEZLAHE END L OWMEDDH L,
72y BRIREERICBW T, FH 0 F U - A ESEbE 5 IR
BRI R Do 729
16. EHEhRE
16.1 MR
16.1.1 BHE%RS
BEEER N BMEI0FIC, 727 F AL v b LTI, 20, 400% OF
S0mg™ Z M T CHIAFHE G L s &, MAEH 7 = 7% VA5 v b
OEPYBIENT A—F IZUTOLBY THHY Y,

(R, SRRERIMIED

ERIRINAE BF10BZ 7 = 7%V 2% v F1l0mg/H T2, 20mg/H
FOGAMIALAFERICHEG Lz &, B5HEH6EIZB T 2388
BENTA—FIIUTOEBY THo77,

fracpid Crmax (ng/mL) tmax (hr) | AUCo.21r (ng-hr/mL) ti2(hr)

20mg(N=10) | 541.8+227.8 2.2*1.6 2092.3+463.2 8.2%+2.4

(Pl + R 2E)

16.1.3 SRS MHER
(FxIFYRF Y MEIOMg[T D1 D)

T TRV AY y MEIOm[ T A 1 & 7 =7 2 §E10mg % HEEE A
Bz zh 2N (72 7F VA% v b LTl0mg) 22 B A 1
Beh(ra At —nN—@) L, M7 27X A%y MBEZMNEL
7oo BN EHE/NT A — & (AUC. Cmax) [22WT0%EHHEKH
A THHREHRAT 217 o 7245 H 1og(0.80) ~log(1.25) OFEPFANTH V) |
W] O A R SR RR S iz,

B RFN e GREO I BHRE /N T A — &

Cmax Tmax Tz AUCo-160r

(ng/mL) (hr) (hr) (ng-hr/mL)
T THRIYAY v M
10mgl 47 1 | 504.9+183.1 1.4+1.1 3.9+1.7 1348.5+395.8

7 =7 7 §E10mg 541.6+162.9 | 1.6*1.1 4.1+¥2.0 | 1368.1%372.3

(Mean=S. D., n=33)

700 e T TFVUAYy RElOnglFTA |
600k T --0-- 777 §El0ng

- Mean=S. D. (n=33)
500 ||

a0l 41T
300 -]
200

RHE7 ¢ NN H SR

100

(ng/mL)
R 1 1 [

0, 11152253 4 6 8 12 16
A 54 OB (hr)

(TzTFVRY v MME20mglv D1 D)

Tz TXVAY v MEE20mgl T A JE T 27 7 $E20mg % fEEE LA
B ENZNE (72 7%V A% v b &L CT20mg) 225 HL A2 1
BH(ruxt—nN—iE) L, MiEh 7 27X A5 v MEEZRIEL
720 1O N7-HEYBIRE/ST 2 — % (AUC, Cmax) (22> T0%EHAX [
PN THEEHRHT 2 17 o 72458 1og(0.80) ~log(1.25) DHFNTH V) .
T O 2E Wy 0 [ S DS hfe R S 7z,

FIHN G 5RO T BIHE ST A — ¥

Cmax Tmax T2 AUCo-24nr
(ng/mL) (hr) (hr) (ng-hr/mL)

20mg[ 7 1 ]

TETRVAS Y MR 15y 50068 8| 1.5+1.0 | 4.9%2.0 | 3246.6+603.3

7 =7 7 §E20mg 1133.4+369.9| 2.0*+1.5 5.2+1.9 | 3132.0*644 .4

HYFE N T A — 5

e AUCwi(ng-hr/mL) | Cuas(ng/mL) t2(hr) e ()

10mg(N=8) 1537.0+ 430.9 496.2+ 166.0 6.20.9 1.4+1.1

20mg (N=8) 3296.2+ 751.9 1088.3+ 178.9 6.2=1.1 1.3+0.5

40mg (N=8) 7085.2+1341.2 2270.3+ 866.7 | 7.3+1.8 1.2+0.8
80mg(N=6) | 13300.5+3032.3 3765.3+1008.3 6.9+1.8 1.9+1.0

P+ )
16.1.2 RiEHS

(GhREH:E)
BB ABHE6HNZ, 72 7F VA5 v be L T40mgx FEHICIH LA
THHPAERRI 3G Lo &, MER 7 = 7%V 2% v iS5
TATA3H CRERIREEIE L, B S1C X 2 BRI Sk o729,
& | 8% H | Cox(ng/mL) | tma(hr) | AUCo 2 (ng-hr/mL) tiz(hr)
40mg/H| 1HH |1019.1+343.2 | 1.8+0.8 3658.5*625.6 6.3+1.6
(N=6) | 7HH | 1299.8+312.6 | 1.5+0.3 4442.1+729.5 8.8+2.2
CPI9fE + (R )

(Mean=S. D., n=32)

g]l 1400 —e— 7T FYRY v ME20ng YT A |
?.ff 1200F T --0-- T 2T U §E20ng
7 L Mean=S. D. (n=32)
1000
4
X800
% 600 1
¢ 3
K400
m
200
(ng/mL)
) I | Il 1 I
0OMP1152253 4 6 8 12 24
LI L 4% OISR (hr)

(T TFVYRY Y MMedmglB D1 D)

T T ¥ VALY v MEOmg[ VT A & 7 = 7)) 7 §EA0mg % R HE A
BYICFNZNIE(7 2 7%V A ¥ v b & L T40mg) Z2 [ mE 1
BH(7uAxt— =)L, MEh7 7%V A% v MEEZNEL
720 155 NI2HEWBIRE S5 X — % (AUC. Cmax) {22\ >T90% fEHE[X [
B TREMENT 2 47 - 7245 F. 1og(0.80) ~log(1.25) DHEPHHTH 1) .
T D 2 W 9 IR S SRR S iz,

FRAN G GO B T A — 5

Cmax Tmax T2 AUCo-24nr
(ng/mL) (hr) (hr) (ng-hr/mL)

40mgl 7 1 |

7rTXIRY s MR 2332.1+737.1| 1.7+1.1 6.0=1.4 |6534.1+1645.6

7 = 7Y 7 $E40mg 2219.0£688.3| 2.2*1.2 5.9+¥1.4 |6543.1+1525.7

(Mean=S. D., n=34)



2500 - —e— TITFYAS y FEdOng T A |
--o-- 7 7Y 7 §EAOng
Mean+S. D. (n=34)

2000
1500
1000

500

RERE 7T @ NN AN H S

(ng/nL)

I I 1

L1
0}W11.522.53 4 6 8 12 24
0.17 ] 0.67

T e 5% D] (hr)

(Fx7+YR5 v RODEE20mMegl T DA 1)
T 7 ¥V ALy FODHE20mgl BT A JOKAR LUK TIRA) &£ 7 =7
1) 7 §i20mg OK CHRAD & A BEIC ENENISE (7 =2 THF VRS v
k& L T20mg) ZBIEIRFH IfE 5 G- (7 1 24+ — 8 —3) L, M7 =
TEYVAY Y MREREIE Lz, f5NEYEEE/ ST 2 — 5 (AUC,
Cmax) |22 T90 % 15 B8 X 35 12 THREEHIRAT 2 17 - 7285 4. 1og(0.80)
~log(1.25) DFEFHNTH V) . WHI QAW F W RIS HER S =Y,

FIF e G- OB EE X T X — &
Cmax Tmax Tz AUCo-2thr
(ng/mL) (hr) (hr) (ng-hr/mL)

996.4+316.5/1.8+0.9|7.1*¥2.8| 2976.5+882.6

¥ 72 T7FVRAE Y b
K| OD§E20me 47 1 |

(n=30) 77 7 §E20mg  |1081.7+341.911.6+0.9(6.9+2.4 | 2955.6+825.2

;{j 72 TEIAT M g5 7059 2| 2.2+1.0]5.5+2.8| 2897.2+699.0

OD##20mgl 7 1 |
(n:bgl) 7 =71 7$:20mg  |1001.6+320.3|1.8=1.0(5.7+3.0| 2899.8+725.9
%7 = 7Y 7 §20mgld K R (MeanS.D.)
o 1400 (7% U CRRAF O MARE )
i
q% 1200 7 —e— 77 FY X% v hODgE2mE T 1 |
7 --o-- 7 =71 7 §E20mg [/K THRH]
2 10001 i 3 Mean£S. D. (n=30)
F R
¥ 800
% 600
v
K400
i
K 200
(ng/mL) =
11 1 f—s
0M11152253 4 6 8 12 24
BT L0 B DR (hr)
1400+ (7K CRRAABF DR R)
%4% 1200 - —e— 717V R FODEE20ME T A |
7 --0-- 7 7Y 7 §E20ng
; 1000 T Mean=S. D. (n=31)
7 |
v
A
5
V4
N
b
4
(ng/mL)
e
OMt1152253 4 6 8 12 24
01T L0 155 DRE (hr)

TMAERREE 2 5 NIZAUC, Cmax®D 8T A — & 13, WEE OBRIN, 1k
WOBRIUAIEL - RS ORBREMEIC L > TR AW REEDL D %,

16.2 ARUX

16.2.1 BEDHE
fEFERLALGBIC, 7 =7 %V A% v MOmg% EFRICHEREOXK G Lz
&, 2SN T, Coadd FAUCKA T Z N2 N2 M UI8%AE T L 727

fracpid Crmax (ng/mL) tmax (hr) AUCut(ng-hr/mL) ti2(hr)
Py
mﬁd%jfg’ 2049.1£782.3 | 1.2+0.8 6538.3+1263.0 6.8%1.7
%Jffﬁ? 1456.0514.8 | 1.8%1.0 5321.6% 910.4 6.31.5
CFIH = R 22)
16.3 21

16.3.1 EEFESER
T 7 XV AT v M0.4~10ug/mLIAINE) O & b IR IR AFI397.8
~99.0%TH ), ELHEEEEET VT I Tho7zln vitroikli) 0,
16.4 X8
TrzTXF VRS FOERRBBE TV 0V BIEEETH -
720 T2, ZOMICEBOBALREY., TN OmMBIBERKT T

Vra yERARICRE SN Y, 72 7%V A5 v FDOCYPIA2,
CYP2B6, CYP2C9., CYP2C19. M UCYP3A4/5\2%t3 % HE X0 5
Nhhotze =, 72 7%V A% v bDOCYP2C8K 'CYP2D6IZ %3
AKif i Z 2208 P40umol/LTH - 72 (v MFI 70y —2%H
W7ein vitrogtER) 10 12,
72 7% VA% v FIECYPIAL/2, CYP2B6. CYP2C9. CYP2C19.
CYP2D6. CYP2E1J, O"CYP3A4/5% i L 72 0 - 72 (& A0 HT B
& H\7zin vitroatBi) 2,

16.5 HEftt

16.5.1 e AR H246112 7 = 7F v 2% » b & L T10. 20, 40mg%
AN AR OPG L e & & 5524 K 096 F T o b m Ik
T2727F%F VA8 v FORPHEREIZENEN2.1~3.8% L V2.2~
3.9%TH o720 Tl HGH24N 6K F TOFRGEICHT L7 =
TEVAY Y NOT IV BRSO R PRI 46,7~
49.7%)%. 1749 .0~51.6%Td > 724

16.5.2 MM A BH6HICNC-7 2 7TF VA Y v & LT80mg % &4
THWH T, AT ARG Lok &, #5540 £ TolsEdh
BRI T 2 72 7%V A8 v NRUZFDO 7 Vo a Y EREEO
E 413 F N A83.8~95.8% ) 12.3~6.8% T o 720 &5 14481 [H]
FTOT727FVAY Y hORBHEER SR T 2 E A DT
FIEE) 131.1~3.5%. $%5-$212005 0 £ COIHHEHEIX7.8~15.8% T
B olze Fiz. RHW % GO IARSTRE OG- 4216F5 ] £ TOIR L
P PEIER T N2 N9 1 M4 .9% T o 72 (BHEIAD 7 — 5 )10,

16.6 HEDERZERTIDEE

16.6.1 BiEEEETES
WRRE (561) K OSH S5 EE (T8)) OB REREIR T EE I 72 7F VA% v b
20mg#x 1 H 1A EHIC7TH B BAERR TG Lo 2 &, G5 ®BIHICB)
DLEEHEAEICTRED 7 2 7F VY A8 9 b O Comax | I B HERE 1L F 7 (951)
LD S0 72h8, AUCo 2l T BB RE IE 5 B 12 Thie L TH3%E 0 L
oo AR EE SRR B A T BE D Conax & FAUCo 2013 B BE R IE 5 BE 12 LB L
T, FNZEN2W6L O68%HE N L 721,
R (66) . PR (TH)) e OVEEE (7T6)) OB T A 7= 7 F Y
2% v +80mg™ % LH LA H TRl (27 0 B BRI 4% S L2 & &, %5
THIZBUI A7 27F VA% Y bOCmax X NAUCo, 2a0r b . BIEREIE T
(1F0) 1 el L CBRpEE, WpofE, EEEHEE TR TN D
48%. 2K U48%. 4N UN76% LA L7z AHEA D 7 — )19, [9.2. 15H]

16.6.2 FFiEREIETES
R (8%5) K ON W &5 B2 (8M1) o IF BB T A 3 (Child-Pugh AL B) 12
T T7FVAY y F80mg™ &1 H 1AIGHART7 H M AR %S L7z &
&, BEEEERTHEOKRGBZRIHICBITA 727X A% v b OCnax
KO AUCo 2meld . FFHEREIEFHE (1161) & Heik L C& 21248 1N30% I
A L7z 700 BT T O Cowl TAUC) 2l d Z 1121153
JU55% 15 L 7= (BHEL A D 7 — %), [9. 351 ]

16.6.3 SkE
T (655 DL b, 2401) & B AEE (18~40m%. 24B1) 127 = 7% Vv A
% v +80mg™ & 1 H 1B AR IC7 1 M BERE % G L & & %5147
HIZ BT % & #5E O Cmax t FAUC) 210l AR IR L TENZ L%
TROI2% ES L7z (GHEAD T —5)19,

16.6.4 &4
T2 7 FVAY y b0mg® & I HIE S AHNZ7H B KRS Lk
&, FGBTHICBIT 2 R EREHE (2411) O Conax % U AUCo 2aneld B VB
BRETE (2400) 12 Ji L T2 N2 N24 [ O 12% 85 > 72 (HEL A D7 — 4)19,

16.7 ZYHEEER

16.7.1 HIEEH|
A B 1 N 24450 2 il 1) (BmL AP 2K ERAL ~ 77 A & 7 2 200mg Je O KR AL
T I = £225mgx AT ARLAHD) A R ORGSR T 2 TR Y
2%y F80mg™ F MG Lz &, 72 7F VA% 9 FDCrax
Je OAUCd 3 2 N2 N32 1 O 15% I T L7z JHEL A D 7 — % )17 18

16.7.2 J)beFY
fERERA2260IC7 = 7%V A% v MMOmg#x1H1M7H M EERO#S
L. WIZ4~7THHICaZ VLY F ¥ %]1.2mg/H CLH2M AER %G L 72
L&, 727F VA% 9 b DOCraxt FAUC) 2006 1E F NZF 12T V7% |
AL2UEADF— %),
TR 2661127 = 7%V 2% v F120mgP Z#1HIR L a2 ve 5> %
1.2mg/H ClIH2MI 14 H B BAEREOHRG Lz 2 &, LT v OuER
5% L I3 BT % OCould Z N ZNI2%E T 2 02% L5 L
720 F72. AUCo.2mlE3%ET L7219,

16.7.3 1Y RXFTYY
TERERL 2661127 = 7%V A% v F80mg® #1H1EI KLU A » Fx & ¥
»100mg/H ClH2M5H M KAER G Lz &, 727 F VA v
F DCoraxdZ 7% T Ly AUCo.20:el32% 1AL 720 720 A Y FAY T ¥
D Comax . FAUCO 20 DL TIX2% LN T D o 72 FHEA DT — 5) %,

16.7.4 F70%t>
fEEESA2BIC 7 = 7%V 2% v F80mg™ #1H1E O 7 i & >~
1000mg/H # 1 H2[7H B AR OG- Lz & &, F7a %+ ot
XD, 727F VA% Y bOCrax L FAUCo 240013 Z L2128 K 1N40%
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FHELE —H, 727FVAFy bOBAICL B F T O F Y DCrax
D L F T AUCH 20 DI FIX1%B AN T dH o 72 FHEA D7 — 5 )20,
16.7.5 YISz
TEEESALI’BINC 7 = 7%V A% v F120mg™ % 1 H 19 H [ S AE R 4%
L. %E5MBHNICTY 79 3 v (ENRKRR) 25mg % B 1%
L&, V793 Y DOCunac X WAUCKIE Z N2 N6 10722% 15
L7z(MEADF— %)%,
16.7.6 9ILT77UVFRUDIL
R ALBIC 7 2 7F YV AY v F120mg® e TV 7 7)) »F )™
2 (FEN R AGE) OH S IZINR Z 282 3%58) 2 1 H 114 H B RE R 9%
HL7EE, R-RUS-T V7 7Y ¥ DCmax 2 FAUCO. 20D | 5-135%
UHNTH o7z 720 TN7 7)) ¥ DFESJFDZEAL (INRnax® E5H-o
INRmean, 200 DT [ OVEE VIR FE 1S FIME D 15 1Z7% AN T d - 72 (4}
FADT— )2,
R A2THIZ 7 = 7F VA% > F80mg™ & TNV T 7 1) ¥ F h A
(E A RAGE) HEIZINR 2 ZEHE (S35 ) & 1 H 114 H B BAE R 3% 5
L7z & 3\ R-7v771) :/@Cmax&UAUCOZ4hr®1&_ch:2%Lj\V‘]/cz7)O
720 T720 SSTNT 7)Y DCmaxDIET K ONAUC) 200D _EFIZ1% LA T
Hotze Fizw TNT 7 ) v DOFETF DAL (INRmax & INRmean 20D IF
Te OB VI TG 1 S PI9ME O 5 134% LN TH - 72 (GHEL A D 7 — 5 )2,
16.7.7 e ROZOOF 7Y R
fERER 337 = 7F VA% v F80mg & v ForzooF7 Y K
S50mgk HERE 3G Lz &, 727 F VA% Y FOCrax 2 FAUCins
D EFIFABLUATH o 72 FrEAD 7 — )%,
16.7.8 ATV
TR A23B12 7 = 7%V A% v 80mg™ % 1 H 1HI7H M SRS 3% 5-
L. #5BGEHSAICT 4 7 4 ) »400mg% HIRE %5 Lz 8 &, 77
74 1) ¥ DCmax L FAUCH®D - F1F5% AN TH - 72 BHEA D7 — %)%,
16.7.9 OvYHUHYY
TERERAS6BIIC 7 = 7%V 2% v F20mg™ & 1H1E9H R SR 13
L. #5BaHHIcT Y 7)) & v (EINARAKRE) Amg % BN OG- L 72
L&, 0T 7)YV Y OCauDETF L AUCKD b F136% N TH - 727,
16.8 ZDfth
(FxITFYRH v FODEEIOMgY DA 1)
T 7F A%y FODEEIOmgl T A NIEHEEICESE, 72T
FV A%y FODFE20mel V7 A | & AR FEE & A e SNz,

1) AHN OGRS I K O H 2 BT 2 i k%52 1360mg/H TH % .

17. BRPREGIE

17.1 BAMRUREMEICET 2R

(fER. SFREIE)

17.1.1 EIR#%&HASE T AE5H58
SR % & O R IR I R B 20260 2 1 R & L7275 & A AL —
EERH SRS HERE Y7572 72 7%V A% > F0mg/H» 5
L aBE L. HEOBEEMRERHE (20, 40, 6031%80mg™/H) F THI
R BBAICHE L, MEDY 4 32 RIS AR, 6/ 010
L. ChUBIGET CHEZMREL, 2B, WHEEEET IR
BEL/38B1. 7 7%V AY v F20mg/ABE2/436), 727XV A v b
40mg/ H#0/416), 7 = 7%V A% v b60mg/HEL/366), 7= 7FY
2% v F80mg/ HEEL/ALBITdH > 720 55 BilG 2168 I (B HE D e
E CHEZ BRIk L2 A &) 1o, iERIEME2%6. 0mg/
ALEA M IZH)E L 72 B OHE GERE) X, TROLB) Th 727,

P 5- BG4 1638 o L IR EEAE6 . Omg/dL LN 3 g

NA3200mg/ H 2B L44H M5 L7ze B, ZEEEEI 727 %Y
25y NEE3/12260, T a7 —VEE3/ 12181 TdH o 720 PGB TES
SO MR EZLR (EEFMEE) 2BV, 72 7%V A¥ v b
40mg/H#ED 71 7)) 7 —)v200mg/ H B x4 2 IS MEA R Sz (P
<0.001: IS~ — 2 L 135%) o F 72, FE5-BIG $28H o If 15 bR 9 fiE
6.0mg/dLEL T R (BIKEEMIEH) 1. 7= 7%V A% v bOmg/H
#82.0%. 717 J —200mg/H EE70.0%TdHh - 720 #H5- WK T
ORJREH RO BBE ST T RO EBY TH 7222,
12 5-BARA 48 O I PR B ZE L3 (%)

L7 PR Al
EiaRiis 6.0mg/dLELT 7T R L D%
R
77 K (3861) 2.6% —
20mg/ H (43f1) 46.5% 43.9%
40mg/ H (41f1) 82.9% 80.3%
60mg/ H (36f1) 83.3% 80.7%
80mg/ H (41f1) 87.8% 85.2%

RABRIZ BT D727 %V A% v b ORI 5£19960% . BITEH
(BRSO RE %2 &) OB X, 77 1 RTEL18.4%(7/3861) .
T 7 ¥ ALy b20mg/H#E23.3%(10/43F1). T =T R I AL v
M40mg/ H #£29.3%(12/41%1). 7 = 7%V 2 % v F60mg/H #13.9%
(5/3661), 7 = 7% A% v b80mg/ H #E29.3% (12/4161) Td - 72,
Tz TXFIVAYy VHEICBIT L ERBERIE. 72 7F VA5 v b
20mg/ H T i BT & 454451 (9.3%) . B E261(4.7%). 7 = 7%V A
% v N0mg/ H B Cog R B 453051 (7.3%) « TSHEEIN260 (4.9%) . 7 =
T¥ VA v M60mg/ H TR RBIEI 25361(8.3%). 7= TF VAL v
I 80mg/ H T ¢ JELBE £ 48651 (19.5%) .« BHFfifiw261 (4.9%) . DU A
201 (4.9%) . ALTHE 261 (4.9%) . CKIEM2H (4.9%) TdH - 72.[7.1
2]
17.1.2 BN MAEER

)R % L R ER MUE BB 2440 2 R R & Lz7 a7 — )V kB
AL —EERILERGE 2T >720 727 F VA% v F0mg/H ik
7u7) ) —v100mg/H % 12H 5 L. Z0O%, £ 140mg/H

I PR EEAD ML IRIRAE | 22 LR OB 72
Eracntd fifi (mg/dL) ALY (%) [95%1?%!2&'1] Bi &l
S (R ) [ (R %) %)
Tu7) =)
200mg/ H 8.89 .2
(12091) (1.24) (14.7) 6o .
TZTEIAL YR o83 0 [-9.65,-2.84] :
40mg/ H : LS
(12580) (1.32) 12.1)
a) I PR R A M (P65 B AR T 0 ML PR A ) 120k 3 % P 5 B A 78308 o) 1L hR i 0
2l
#) IS MRE BT HPE
Jrg JE B F S D FEBLE &
B 0~120 DL F 121 6L GRS L. T
7[2]0&? jg” 1.7% 3.3% 0.8%
(121%%) (100mg/H) (200mg/H) (200mg/H)
7174;8;’?;’ Vb 1.6% 6.6% 3.3%
(122gm> (10mg/H) (40mg/H) (40mg/H)

( YNEYSFEHOT7TOTY) ) =V E 72 TF VA v FOE
RRERIZBIT D7 27FV A% v b ORI 524361, BIVEH
(BRRMAEMORE 4 &0) OFIHEIL. 72 7F VA5 v NHE-.2%
(10/122610), 70 71) 7 — VELL.6%(14/12161) Tdh o720 7= TF Y
2%y NEEICBIT D E BRI, e R 44191 (3.3%) TdH o 720
[7.1zH]

17.1.3 BRI SHER
IMIE JRERAES . Omg/dLEL b o> i JiL % & T v IR R IfILAE 835 171401 &k 5 &
L7-EWESRBEER L7720 72 7F VA% v FlOmg/H» b¥%5
B L, WGHA®RIEEIC 7 2 7F VA8 v F20me/H. 55
WHETABIZ7 2 7%V A% v MOmg/H 2R L7z, %5 5Mh510H
H oIl IR EEEA%6 . 0mg/dL % 8 2 T\ 72 A 13 8% G- Baa 5150 H &
D72 7% VA% v Me0mg/H 28w L. i R EEfE A% . 0mg/dL LA
TORAE T2 7F VA% Y MOmg/H Z#iFE L7z, B, kiEE
72 7% VA% v MOmg/HES/1316]. 7 = 7%V A% v F60mg/
HBEL/A060C d - 720 5 ARG 2183, 2638, 523 C I i bR L il A%
6.0mg/dLELFIZHE L 72 B#HOE G GERF) X, 72 7F VA8 v b
40mg/HBETIE. 221935, 91.5. 86.4%., /2. 7= 7F VA
% v h60mg/HEETIE, ZNENT4.4, 7T1.4, 87.5%Td - 7=%,
KRBT D7 27%V A% v b OREVEEM K176, BIEH
(BRMAEMEORE 2 &8) ORIHE L, 72 7%V A5 v MOmg/
H #37.4%(49/13161). 7 = 7% v A % » +60mg/H #35.0% (14/40
B CTHotze 727XV AY v MBI 2 2 ENER (B AE
OREEEL)IX. 727 F VA% v MOmg/H BT JR B i 452651
(19.8%) . BAETHE7H(5.3%) . MEHAE(3.1%). 7 = 7F VA% v b
60mg/ H # ¢ Jal B 5 42961 (22.5%) « B350 (7.5%) . P4 B g 361
(7.5%)  PUIBASHLE261 (5.0%) T - 72, [7. 128]

(D AAEZEEEIC# S S FRERINE)

17.1.4 EASE MBS
AL BT T 5 O AR B B & R Rz v 7 — Lt R IE
WAL R 21T o720 72 7%V A% v F60mg/H X3 7
07/ —)vid300me/ H [EHRERE &0 & 2 H# (30=eGFR<45mL/
min/1.73m?%) T13200mg/ H ] % {b247 8 AT B A 2415 [ 5l 7> 56 H 4%
G- L7z $5MG6H % COMERMBEMEAUC(FETHMEH) X, 7o
TN )= VBRI A7 27XV Ay MEEOIES DR SN (G
M~—32 »13150mg - h/dL)o F72. 7= 7%V X% v h60mg/H D%
2 X M RER A G- BAG6 H 5 F TRIFIY IR L 72230 3,
RABRICBIF D727 F A% v F60mg/ H D44 VSR 54950 1
B1(2.0%) (ZEIWER 25580 S 7. ZORIWERIE. ASTHIN, ALTH N
THo72,
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B 5-BAla6 H 2 £ COIMERIRMHEAUC

I PREEEAUC
P (mg-h/dL) HEMI2
RN IAEFIYE [95% 1= HEIX ]
+ R
Ta7) )=
200~300mg/ H 513.44+13.13
(501) -33.61
TrTFIAZ Y b [-70.67,3.45]
60mg/H 479.82+13.26
(49%1)
BHHE: 72 7%V Ry y ME-TOT) ) — )V
8 —Oo— T TFVRY y M (4961)
- 77y =)Lk (5041)
6 ST fil + REE(R 2
il = ALFFERAH
H
fill
(mg/dL)
2 -
0 T

Da;/fl Dayl Da‘y2 Da‘yS Da‘y4 Da‘y5 Da‘y6
T e Ffials )
I35 PRI il O #ERFERE X
) ARHN OGRS I B O H R BT 5 i K3 5-51360mg/H Tdh % .

18. EFNEIE

18.1 {ERtER

18.1.1 7= 7%V A¥ v MI, REBEREELXFY F o4 F T F—¥
DALY (Kif: 0.6nmol/L). #ICH (Kif#i: 3. 1nmol/L) & 3741 B
E4 2L E Y RBRAERE IS S (n vitroitER) %,

18.1.2 7= 7%V A% v ME, oFE LTy ¥ - ¥ 3V RS
OIEEI B A RITET, ¥y F o4 F 25— B2 RIRMICHES
% (in vitroikiR)> .

18.2 FIE{ER

18.2.1 MMARFRERE TEA
F v b (EHE., BRBIEETV)T7 2 7F VA% v MEIROES12
L0 M RERE AT S,

18.2.2 PRAFFRERE TEA
Ty NCT 27 F VAT Y MIRIFEGI2XY, RPREMEZ KT S872%,

19. ﬁﬁﬁﬁﬁluﬁﬁ?’%fﬂ E2HIENR
—fi% : 72 7%V A% v | (Febuxostat)

{24 : 2-[3-Cyano-4-(2-methylpropoxy)phenyl]-4-methylthiazole-5-
carboxylic acid
SFE - CisHisN20:S
PFE : 316.37
BEl
CHs

N\ N COzH

HsC
ﬁ/\ 0

CH3 CN
B R e~ REAROBREOBR R TH D, T — 1 (99.5) 128
RBEITIZLL, A7 7=V ET7E = MY VIZETIZL L,
KIZIFE A BT R0,

22. @%
(FxIFVYRYY RMEIOMgT D1 1)
PTP : 10052 (105E x 10) . 5008 (105E x 50)
NT 2008
(FxIFVYRY Y RE20mMeglT o1 ]
PTP : 10052 (105E x 10) . 5008 (105E x 50)
NT 2008
(TxITFVYRY Y RMEAOMg[T o1 1)
PTP : 100%E (10%E x 10)
(Zx7F+YRYv FODEEIOMgH DA 1)
PTP : 100 (10%¢ x 10)
INT 2008
(Zx7F+YRYv FODEE20MgH DA 1)
PTP : 100 (108 x 10)
INT 2008

*23. FEWHR
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AFESS RN (T v M) (727 2§ 0 20114E 121 HAKGR, HIEHE
FHRZE2.6.6.6)
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DA (Y A, T M) (727 7 §E: 20114E1H 21 H KGR, H
Eﬁfé‘ﬂﬁ}ffﬂﬁﬁﬁ)

S R L OVHRIE (RN . LR (7 = 7)) 7 8¢ © 20114F1 3 21
H7¥<§E\ HREEEHRE2.7.6.1)

SRR (R . HAD) (7 = 7)) 7 8¢ ¢ 20114E1 H 21 HA&GE.
EF'**”‘HE}EEZ 7.6.5)

MR (RN BUAR) (7 = 77 7§ © 20114E1 F 21 H 4G

Fﬁ‘i""ﬂffﬂ}ﬁ'ﬁ 7.6.8)

S (B RERIE B . SE) (7 = 7)) 7§ 20114E 1A 21H
7_¥’<E’J H R 2E2.7.6.31)
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R (e M) (7 =7 7§ 201141 A 21 HARRR., HHEHE RS
2.7.2.2.1)

e (BRI T . BE) (7 = 7)) 7§ 2011451 A 21H
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SEWPAE AR (RIEEHD) (7 = 7)) 7§ 1 20114E1 21 HAKRE. HHREE
FHEZE2.7.6.20)
HPMEH (aveF ) (727 2§ 20114E1TH21H AR, H
FHEHRMRE2.7.6.18, 2.7.6.19)
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WM ENE (73 79 3 2) (727 78 20114E1H 21 HAKGR.
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Y (V7 7)) 2) (7 =7 788+ 20114F1 H 21 HAGE.,
RS EEMSE2.7.6.23, 2.7.6.24)
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HWHAEER (T4 740 2) (7 =7 7§ 20114E1 A 21 H A&GE.
R RN %2.7.6.25)
YA EAER (> 7)) &) (7277 788 20114E1H 21 H K
7. HEEERES2.7.6.26)
HW &‘PH ’.’E%%H’J[‘J ]i?ﬁ?ﬁ(ODﬁIOmg)

7' a7y ) — wﬂﬂ.’.’.ﬁ%M LoEE ffﬁiktii%it%ﬁ(ﬁ J—VS: & trmlwﬂmr
BE)@(7 7)) 78E - 20114E1 21 HAKEE, FATsss)

FWH G 38 (f i % & O B RERIME B %) (7 = 7)) 7§ @ 20114E1
H21HA&GE, W EE%E2.7.6.40)
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T a7 ) — Vi RIEE R E A LR ER (7 = 7)) 7§ 2016
{E5H23A K. P ERIEE2.7.6.2)

Takano, Y. et al. : Life Sci., 2005 ; 76(16) : 1835-1847

M B OB SREIS TR (5 8) (7 =70 7§ 201141 H21H
KRR, HEEERMRE2.6.2.2.2)
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