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OMmBFHBBEEDOKN25 () XU26 (M) E]. v X
18.75mg/kg/H [60mg/HTD & t DIfEHIRER D4
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(lr?jg 1537.0£430.9 | 496.2+166.0 |6.2+0.9/1.4x1.1
iﬂgﬁ 3296247519 | 1088.3+178.9 |6.2+1.1|1.3+0.5
3225 7085.2+1341.2 | 2270.3+866.7 |7.3+1.8/1.2+0.8
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40mg/H|1HHE|1019.1£343.2{1.8+0.8|3658.5£625.6 6.3+ 1.6
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B5H (ng/mL) (hr) (ng - hr/mL) (hr)
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BEERA33BIIC7 = 7+ VA% v b80mgH &k Furu
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NIkl 6E S THEZMR L7z,
BB, REBEI ST REEL/38Fl. 72 7FIAY Y b
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Bl. 7z7FV A%y ~60mg/HEEL/366]. 77 %Y
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# 5 BiR% 163 O MiERERMEO.Omg/dLLL N AR

M RE(E . 95%ERXE

BB | omg/dub Fams| 77 ERHEOR T )
Fo LR

(38H1) 2.6% - -
Z%%/J)E' 46.5% 43.9% 28.1~59.6
4%%? 82.9% 80.3% 67.7~92.9
6%2%? 83.3% 80.7% 67.5~93.9
Sgﬁ% )E' 87.8% 85.2% 73.9~96.4

SRR 2 D FEBE &
. 28 6B 1038

RO (0~ZBUT| empr | 10MMF | 16ELLT
7(*7378;]?* 0.0% 5.3% 2.6% 2.7%
20mg/H 4.9% 2.4%

(4341) (20mg/H) | (20mg/H)
40mg/H 7.5%

(41f1) 0.6% 2.5% (40mg/H)
60mg/H | (10mg/H) | (20mg/H) 3.4% 8.8%

(3641) (40mg/H) | (60mg/H)
80mg/H 17.9%

(4141) (80mg/H)

( YNREFEHEHO 7 2 7FY 25 v hOFR

AREBRICBIT BT 2 TFVRAY Y hOREEFMATZR199
i, BIfEA (BEMREEORE 2 &) ORFHE L. 7
T REE18.4%(7/38%l). 7 7*FYV A% v +20mg/H
B23.3%(10/4361). 7z 7%V A% v b40mg/HE



17.1.2

29.3%(12/4141). 7= 7F VA% v F60mg/H#E13.9%
(5/36f). 7= 7FV A% v +80mg/HEE29.3%(12/41

B THotco 72 THFRYAY Y MEICB T 2 FELRIERIE.

7= 7%V A% v 20mg/HEECREBE %46 (9.3%)
BRE261(4.7%). 727 %YV 2% v b40mg/HE TR
BHE 2 361(7.3%) . TSHEM2H1(4.9%). 7=z 7FV R
% v +60mg/HEE TRABEMI K3 (8.3%). 7xTFV R
% b 80mg/ H B T /BRI ET 7 84 (19.5%) « Ba i 2/
(4.9%)+ PUBABIE2H](4.9%) . ALTHEA241(4.9%)
CKHEEM261(4.9%) TH - 7. [7.1 BHR]

EA%E D185

a2 ECERBIMERE 2440 2 RELI-Ta Y
J = U BEERL _EERERE 2T/, 72T F
V2% FOmg/HXE7 a7y 2 —L100mg/H%12H
BI#5 L. 20%. £N2Nn40mg/HXi2200mg/ H i<k
BLMHE®REG Uiz, 2B, TEBZFEI 7z T7FVRY Y
NEE3/12261, 7y ) —LE3/1210TCH -7, BE
BG83 O MIE R EA LR (EEFMEE ) IcB WV T,
7z T7FYRYy F0mg/HEEOT7T R TY ) —)L200mg/
HEHCN T 2 IS MAREN (P<0.001 : JELHE~—
JE5%) o F7z. HERR%EHEO MEREEG6.0mg/dLEL
TEAR BIWREHER) . 72 7FY 2% v b40mg/H
B82.0%. 717 ) —)L200mg/HEE70.0%TH > 7z
BREWPBTOREBESHAOFEBFEFEITROLBY T
%07‘:25)\ 26)o

Tz T7F¥FVAY v F40mg/HEE37.4%(49/13161). 7 =
THFVAY v +60mg/HEE35.0%(14/406]) TH - 7z,
Tz TFYVRY Y NRICBT A ERBIER (BFEREHEO R
WrEt)d. 72 7%V AY v b40mg/ BB TR
726261 (19.8%) . BAFIRE7H(5.3%) PUBEAR](3.1%)
77 FYVAY v 60mg/HE R 951(22.5%) \
RAENE3H1 (7.5%) « PUBRE3HI (7.5%) « PU Ak 2 4
(5.0%) Th 7. [7.1 BHE]

(B AAEREEICH S BRERIE)

17.1.4 EIANSE MAEHER

{LEHEEAT T E OB EE B FHf 2 xRicTa 7Y
J =V RIEFE MBI E R LR 2T o 72 72T FY
2% v b60mg/HXIE7 7Y J —)Lid300mg/H [B#%
HEREEDDH 5 EH (30<eGFR<45mL/min/1.73m?) Ti&
200mg/ H] Z b2 aak i T an 24k Rl A 5 6 H % 5 L
7zo BEMIBm6H%E TOMBERMBMBAUC (ZEFHEIER)
. 7aFY ) VBICHT A7 2 TRV RSy MO
FEPRENT (FEBHE~—T 213150mg - hr/dL). 7-,
Tz T7FYAY Y b60mg/HOEEIC KD IMERBEITE
SRAMG6 H ik £ THRIRAICHED L7228 29,

AREBRICBII BT 2 7F YV RAY v b60mg/H DL 2 MGl
XFRABIFF 1B (2.0%) ICEWER MR 5 iz, £ OEIEM
3. ASTH#EIN. ALTH#EMMTH - 72

H5hIR6 Hi% % TOIMEREREAUC

Fe 5 BIRH S O MiEREREZ LR (%)

MR | fA R
MEME | R | BleRoBm:E
wER | (mg/dl) | (%) | 95 | £AHAH
T T (%)
(EefEse) | ()
7a7ryJ)—u
200mg/H <?§Z> (13:13 '72)
(120f) : : N
T27EIAT YL [-9.65, -2.84] T <0
Jome/ 1 883 | -415
Qs 132 | (2.1

a) M PREEHDUIE (£ 5 BRAART O M FREEAE) 12509 2 # 5 BRSO MK IR E DO Z LR

I iE PRER(E
- AUC(mg - hr/dL) BRIz
BN E [95% 5 X [H]
+ iR
7Tar) ) —u
200~300mg/H 513.44+13.13
(504) -33.61
TxTFYAF Y b [-70.67, 3.45]
60mg/H 479.82+13.26
(4941)
Bz 727 VAY Y VEE-TU T ) — VB
MIE R B E D AR FRFHERS X
(mg/dL)

8

#)IEH MR ICB T HPIE

R BT R DO FIRE &
e 0~12HLF | 12HB6ELT | 65A@SHELL R
7 ‘Zjogrz j/g’ Y 1% 3.3% 0.9%
(otoy | (100mg/E) | (200mg/H) | (200mg/H)
714762/ ié" b 1.6% 5.7% 3.3%
(122g{§lj) (10mg/H) (40mg/H) (40mg/H)

( YNEYEEHPOTO 7)) —LXE7 2 7V 2y v hORR

17.1.3

RRBFICB I 27 2 7FY A5 v bOREWFMH 5243
B, BIER (BRREMEOBE 2 &) OFKHEEE L.
T2 TXIRY Y MEE8.2%(10/122l) Tu TV ) —
B11.6%(14/12161) TH o7z 7= TF VAT v MEEIC
B LEEWER. R %4060 (3.3%) TH > 7.
[7.1 2]

BRI SHER
MiEREEES.Omg/dLEL EOSEE % & T & R BE ME B
171f1 2R E L RIBBEGHBEZER L. 72 TFY
2% v M10mg/HA» #5542 L. &5 FR%3ERIC
T T7HFYVAY Y F20mg/H. BERBBTEBICT =7
FVUAY Y MMOmg/HICHEE L, H5HKEEZ1I0GEEOM
BREBE26.0mg/dLZ B 2 T Wz &3 &5 G% 158
BLD 727V A%y N60mg/HICHRE L., IMEREHE
76.0mg/dLUROFEE 7 = 7F YV A ¥ v b40mg/H%
MERF L7z, 2B, ZHBZFE 77+ Y A% v +0mg/H
BS5/13141. 72 7%V R% v ~60mg/HEL/4061T
Hoto. WEMEKISHE. 268, 528 TIEREMED
6.0mg/dLUTFICEE L - BEOE G GERE)E, 727
FVAY Y bOmg/HEETIX., ZhFh93.5. 91.5,
86.4%. F£7z:. 7xT7FYRY v b60mg/HETIX. Fh1
Fh74.4, 71.4, 87.5%Td - 7227,
ARRBRICBIZ7 27XV ATy b OREWFHENR171
B, BIER (BRRBEHEORE 2 &) OFBEMEE L.

—o0— 77 FIYAYYINEE (4961)

-—e—-7uFV/—)EE (5061)
mean=+SD

= LRERR E

T T T T T T T
Day-1  Dayl Day2 Day3 Day4 Day5 Day6
T TR SN

) AR OER S N AEKRUCHARICB T 2 RARSRIZ60mg/HTH 5.

18. TR

18.1 {EARF
1811 7x7FVYRY v M, IREBEREZELZF T F oA+

1812 7x7FVYRFy M, MOFEELTY >V - EY IV IR

¥ —Y OBt (Kiff : 0.6nmol/L). Bxi (Kifd :
3.lnmol/L)ZWIhbHET LI LIk, REERKZE
M#9 3 (in vitroiEr)30,

BBROEEICHELZ RIS, FHUFoAFI5—F
ZBIRMICFHET 5 (in vitroitkk) 30,

18.2 EIB{EH
18.2.1 M-rAREXE T™ER

Sy MMEHE. BREBIEETIL)TT7 27XV AT Y M
BOKREGICE D, MARBEZ KRS 7230,

18.2.2 FREPFRERIE TER

Ty NTT7z7FVARYy MIROKEGICXD ., RPREB
EEETS 3,



19. B4 ICRET BIE(EFMAR

—f&% : 7= 7%V 2% v b (Febuxostat)

{24 : 2-[3-cyano-4-(2-methylpropoxy)phenyl]-4-
methylthiazole-5-carboxylic acid

AF : CisH16N203S

DFE : 316.37

MR ABOBE, NN-VXAFILAILLT I RICBETFRTL,
IRAFNVANEFY RICRRBIFRLIL 5 -
(99.5)IZR R HFICK K XY ) —VRUTE M=
YINZEBFIC L, KITIKIFE A EBT RV,

BER

CH;

N
. N COzH
S

HsC
W/\ 0

CHjs CN
= R9209°C (53F#)

22. @&
(T T+YRYw bE10mg[DSEP])
(PTP) 100%€(108Ex10) 500%E (10%E X 50)
(FIAF VTR NT) 5008
(FxTF+YRI v hg20mg[DSEPI)
(PTP) 100%€(108Ex10) 500%E(10%E X 50)
(FFAF VTR NT) 5008
(FxTF+YR9I v hg40mg[DSEP])
(PTP) 100%E(10%Ex10)

23. FE#k
1) BEFEAEEE(S Y M) (779 78 : 20111 A21 H&AZE.
CTD2.6.6.6)
*2) Lehtisalo M, et al. :
43
3) AR (TT AL Ty M)(7 27V 78 201 1EE1LA21 HA&
2. CTD2.6.6.5)
4) AR - MR % O R (BRRRAA. BE) (7 =7 ) &
#E : 201 14E1H21 H&FR. CTD2.7.6.1)
5) #NER : MmESEREE (R, BE) (727 78 : 2011
FE1H21HA&ZR, CTD2.7.6.5)
6) MAEHEE (BERA. KE) (77 7§ 20114E1H21H
A8, CTD2.7.6.8)
7) MR (BIRBIVERE . KME) (727 78 : 20114E1H

=0l

Clin Transl Sci. 2020 ; 13(6) : 1236-

21 HA&FR. CTD2.7.6.31)

8) Mukoyoshi M, et al. : Xenobiotica. 2008 ; 38(5) : 496-
510.

9) Grabowski BA, et al. : J Clin Pharmacol. 2011 ; 51(2) :
189-201.

10) R (e b)) (7= 7)) 78 : 201 151 H21 HA&AGR.
CTD2.7.2.2.1)

11) MAErREE (SR TRE, KE) (7279 78 2011£1AH
21 HA#R. CTD2.7.6.13)

12) Mayer MD, et al. : Am J Ther. 2005 ; 12(1) : 22-34.

13) Khosravan R, et al. : J Clin Pharmacol. 2006 ; 46(1) :
88-102.

14) Khosravan R, et al.
1014-24.

15) Khosravan R, et al. :
355-63.

16) EEMHEEMER (HIEEA) (7 =7V 788 : 201 14E1 H21 HA&FR.
CTD2.7.6.20)

17) EYHEEER (G Ve F ) (727 78 : 201141 H21 H&
2, CTD2.7.6.18. 2.7.6.19)

18) Khosravan R, et al. : J Clin Pharmacol. 2006 ; 46(8) :
855-66.

19) BYMHEER (T 753I2) (7279 78 : 201 1£FE1H21H
A&, CTD2.7.6.16)

20) BYMHEER (L7 7V 2) (72 7)) 78 : 201151 H21H
A&, CTD2.7.6.23. 2.7.6.24)

21) Grabowski BA, et al. : Br J Clin Pharmacol. 2010 ; 70
(1) : 57-64.

22) BYMHEER (T A7 4V 2) (727 78 201141H21H
A&EB. CTD2.7.6.25)

: ] Clin Pharmacol. 2008 ; 48(9) :

Br J Clin Pharmacol. 2008 ; 65(3) :

23) BYWHEER (> 7V 52 ) (727 78 : 201151 H21
H&#. CTD2.7.6.26)

24) #HENER : 7T AR IREE A BB B R G EGAER OF
A ZETERBMERE) (727 78 : 201 14FE1H21 HA&AZR.
CTD2.7.6.33)

25) HWNER : 7T ) — Ut IR E AL B i LR R R
REUBRBIERE) (7 7Y 788 : 201 14E1H21 HA&ARR.
CTD2.7.6.35a)

26) 77 — LB EERLERE (7 = 7Y V8 201141
H21HA&RR, FEHRES)

27) Bl E5HBR(ERZSCBRBMERE) (727 7§
201151 H21 HA&RR. CTD2.7.6.40)

28) Tamura K, et al. : Int ] Clin Oncol. 2016 ; 21(5) : 996-
1003.

29) 7u ) ) — Vi BIEEREE AL L EGER (7 = 7)) J5E -
2016F5H23H4%&RR. CTD2.7.6.2)

30) Takano Y, et al. : Life Sci. 2005 ; 76(16) : 1835-47.

31) MARCRFRBERNERA(Z Y M) (7279 78 : 20114F1AH
21H#%RE. CTD2.6.2.2.2)

24. YEEERERUEVEGDEE
B-=Ha 27 7 HAStt BERMERE
T103-8426 HUEERARX HAREANT3-5-1
TEL : 0120-100-601

26. BUERGTRES
26.1 BHE/RFETT

O HF—SHIATrHuat
FHHR R X H ARG AN 3-5-1

Daiichi-Sankyo

26.2 BRFcie

O F—SHmEa

HLHR S X HAAEG AN 3-5-1

Daiichi-Sankyo



