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) HE—EMSONFEICLVERTEIE
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. N Nz N Mz
57 e ] TE 6. FEARUME
EERSY L5Eh N L Lo >20mg 15N L L >40mg BE. RAIZEINILY LY V& L/’C4O~80mg73:1E|1|E]?ﬁ:7EDTQ

EEtLo—2, KEHE
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Ly eFaXu—R, ¥7 4L, X0 —R, ¥7
o I—)L6000. E&ftF % |aa—L6000. B(LF %
DA D%y AN s Ay} vy AvFooaNary
e VAV WIVEAVE 1000eted INILHILE 5E160mg
e YL | Y LNT ]
BRIRS | 1 SERNLYILY 2 80mg | 18R/ VLT ILY > 160mg
Rl —X, KRERE | BRtlo—X, KEEE
v RoFy ot |eRoFy ot
O—2, BEEKS A, |0—2, BEEKT A B,
A EIKZHAL T AR INT ., | BKCBIETr AR YLD,
YR AZRF TS BR I AYY | AT T U VBRI YT
Ly eFaXu—R, ¥7 |4, e X0—2R, v7
o I—)L6000. Ef{tF % |aa—1L6000. B{LF %
DA D% iy VAN s Ay} >y A ooNarny
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B NIV IV 2 5E20mg NILHILE 2 EEA0mE
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WAl —r 20 FMETSU 555, EMm40
B NILHILE »$E80mg NILH LY EE160mg
- YL | 7%
7 ERADDT 4 L oa— | EFRAD DT 4 L LAT—
/ T4 VT T4 VT
@i H H

552, B, Fe, ERICSC CEEERT 575, 1H160mg

FCHETE S,

BH. oL ED/NRIZIE, SNLY LY v E LT, {AE35kgkR

WoEE. 20mg%. (KE35kgbl DA, 40mg# 1 H1EHE

%59 %, B, Fh. FHE, BRICKOBEEERT 2. 72

2L, |HEmAEIE. (FE3S5kgREDH A, 40mged 5,

AERUHAZICEET 3R

ERICBWTI/NRICH LT, 1H80mg% #8 2 A {FRRRER A 7%

W,

8. EEREXNIR

8.1 KR xE&LT v IF T vy I ZEEEABRGHICHFRED
HELHEESPHO DN EOMENH LD T, HEEHREE
EMT AR EBELTDIITHIE, [11.1.2 ]
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9.1 GIHE - BIFESFDH 3 EE

9.1.1 ElEBEIRIREDH 5 BENIIHE TERIRREDS 5 EE
BRELPTEZBLVWEH SN EE2RE, 53T SC
Eo BIMREDOED R RIRAEEEDETICE D 2HE I EHEE
EELSELB TN H B,

9.1.2 8AY D LMEDES
WERERPOEZELVWEHi s 58 2ks, RETEHTSC
Lo @AY LMEZEESELBENGH 5,

/o, BRERE., 3V P UAROERKFEICKD MED
U LENELSZDRTWERETIE, MEH ) 7 AMEISERT
BT &,

9.1.3 RiMEREDH 2 EFE
BEORENNMBEA2Z5|SEI L., REZ2ELSE5B8%
NDH 5.



9.1.4 BERIEEEPDES
BRE»oBE5ZRB L. EEITHHEIIRAIITHIE. W
m#% 5%, —BEORBZMEERT (RMEUEHMBELS 24
H) REITBEENSHD. [11.1.5 2]

9.2 BikRIEEEE

9.2.1 EELBHERE (IFJ L7 F = V{EH3.0mg/dLIL L)
DHZEE
BREEA2EOT R EBERICKEGT S L, BHREREEZELS
EHrBENAHHD . [9.7.3 BHE]

9.2.2 MRERDDEE
BHE,» oG 2L, HMETA2HEGIRLXIITOITE. 1)
m#% 5%, —BEOSBZMERT (RHERUOEMEREZFE
3) ZEITBEFNAH S, [11.1.5 BE]

9.3 FrikeEREERE
9.3.1 FFRENHZFE. FICABTHFEERUIET S >HNH S
BE

BEEZFEOS T A LERICRET 52 &, RFNFEICHEITHIC
PRt ns7-0, MABES LRI L2BENDNH 5. HEICE
W, BE~RSEEDFREBRECNILYILY o MmighEeE
B BEBAEHE L TR2EBICERT A EPREShTW
%, [16.5 %]
04 LTERERBE T BE
9.4.1 IFRI BOTEEMDH B L
HRLTWAZEDSBESNT 7o V4T Y VERBERIEE
BIXIET > oF T 0¥ IR EETRRZHEHA L. B - #iE
RBAOE (BAh4a, HE - i - BOREAE, ETE) 8
DoNRIFRESNTNSED 3

KEIOBEIZHELE, REEOFREOLERE L THRAIHRS DN
EE A EEICHEE L. 1RE LOBSEDSEREE 2 LB 2 &Hi
SNDEEICDAZEET HT &, o BEPDELZBEICIE
WOFEEHICHEET S &, [9.5 2]

(1) AAHESHARNICHREL TWAEWT &2 ERT 52 & AF
BEHRSH, HRLTWAEWT E2ENICHERT S &, &
St REAHIEA L -5 &1, B IciEEehikd s &,

(2) MOBIRIZDONWT, REIGFIBRICEZICEHIAT 2 2 &
Fz, BEFLREISUHET A &,
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TiBERAET, WROEICT >V VT 5 v v VB REREIEEA
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200mg/kg/HEL ETHESLOEBIEDPRD 5N TN 5,
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7o B PRARBRILSERE L T Lz b,

9.7.2 xBk{AEBE (GFR) #°30mL/min/1.73m2kf & L <1
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TYUAFVL YT I IERFEEMNES, B L= -7V T Y
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BREDPROONIBEILI RS2 IS 5 7% CEY 2 LB 21T

5T &,
1.1 EXBEIER

HHE. [,

0 MBMRE (SEEEARE)
MHEE, FOBREMERELTHODND I LD

HBo £z, M. BX. B, SRS MH S BENESRE
BHrobhdslENHnb,
11.1.2 R (BHEEANER)

(8.1 2]

11.1.3 T2 (0.1%K1H)
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EREOBIRES 2 CEY) L MEZITH T Lo
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14. BRALDEER

14.1 BRIZHEFDER
PTPEZEOEAFNIPTPY — AWMU L TRAT 2 L5 EE
5 &, PTPY— FOBEAICED . BWLHALEA R EREREA
FIA L. BICIEEL2 B 2 LU CHERIRA A EOEE L &0HE = 0f
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16. EENAE

16.1 MchiEEs

**16.1.1 BERS

BB E T2/ UL L8 220, 40, 80%U'160mg (80mgx2) # B
EHECHR 5 L7 85e, oA ICRINE L, MR OFE(LKIZ R 552~

RE CTREREICEE L, £/-. CmaxRUPAUCIK160mgit5 £ T
BEROBINCHA L THEAL, HRERAIZ4A~6BHTH 5720 .

mER Tmax * Cmax AUC T
(h) (ug/mL) | (ug-h/mL) (h)
20mg 2 0.86 £0.53 52+3.1 3.7+£0.8
40mg 3 1.37 £0.53 89+4.0 40=x1.3
80mg 3 2.83+0.92 18.0£5.8 3.9+0.6
160mg 3 5.26 £2.30 339+18.9 57+1.8

n=6. ¥ L FERE x FRE

1K A 35kg R X3 35kg L EO/NREZE (775 14 D& MIERE., 8%
BEE. 6L <370 —PERBOEE) 12N £h20mgid40mg
DINNVHIE 2 BEHFE L7 & EOCmax K UTAUCIRE OB T
Ho1?



SR (k& * Cmax AUC 16.5 HF%& ) “ \ . N
(kg) (pg/mL) (pg - h/mL) BFRRABFIC MCNLY LY > 80mg % ZE R B EHE 3 5 L 7% O FE
20mg 20.2~31.3 2.45+0.86 12.0%3.9 HWRIATFOLBTHo1) GHEADT-S) .
40mg 38.8~61.5 2.11£0.84 11.3£6.1 Hr FRHF
n=6. VYt FERFEE X HE (BME~&AHE) HEHE R 86% (168EFHIfE) 13% (168K[H1H)
16.1.2 RiEH”RS REALIR 71% (12~72K5EE) 10% (4A8E#MHEIfE)
BERRASFITNLY LY »160mg (80mgx2) % 1H1[E7HERERE 4. Kook 8% (12~7285[EE) 1% (48H3fEE)

5 Lz &, MR ORELEREORGRIEIMHS LA IFERD 5

N olz, Eizy MEROCERET7HEOEMEHE XT X — 5 1212IFFRF
ThY. TREERD s 728
16.1.3 £MZHIEEE
(NIWYILY ~5E80mg [WILN\S] )
NILHILE EE80mE [YILNT ] &F ¢ AN U5E80mgE ., 7 0 AF —
N—EEICE D ZFNZNLEE VLYY & LT80mg) #EERABT
ICAEARB ORI S L CERRE(MAREZHIE L, Bon-3EY
g8/ X —% (AUC. Cmax) 122\ T0%ISHEX RIEIC CREHRIT
ZiT- 72458, log (0.8) ~log (1.25) OHEANTH V. WAIDLEYH
MFES SRS N

RS FITNLH LY 20, 40, 80K U'160mg (80mgx2) %22
JERFBEREOZRS LR, R 5RAME TICHRERB DI~ 14% NP RE
fbike LTRFICHRt S n/z® o [9.3.1 2]

16.6 RENHRZEITEE

16.6.1 S
65 EDRBRIABFIN LY LY > 80mgx BEEOHRE L & &
DM OREABREHERS 1L, 6SRANRDRBRASBFICHRE L5
BICHARTCmaxA1.215, AUCHL7EE <. AUCKOTERFEBAICE
WTHEERE (P<0.05) »Rosnizd HEAOT—%) . [9.8.2

2]
.5 16.8 Z DAt
: INLHILY VEE 20mg [WILNT ] 14 | N LY VEE 40mg [V L
3 —— JULY LA SR80mEl YIS ) NT] IS i, [EREARE S ECERE O LN ENF SRR A
o O 344 115880m B> (PR 24 4 2 A 29 HEAZER 0229 % 10 5) | IL#5
T 25 7 weetme . NI VEE 80mg [VILNT] RIERBIAIE Lz & &, VEHZE
2D, By ELL EMENCRS AL SN,
B é 17. BRR AR
= 2151 171 BENUERUVREEICET 2R
g 17.1.1 ERERARERER (35 D ERUE M1H)
& s T (REX)
0.5 1 - FHEARRE] 28T [HEARRE] 2FR<
0 : : : : . > I 74.1% 79.7%
0 4 8 12 16 20 gy | FIEERILETE (366/494) (366/459)
- 77.4% 85.7%
e i FERE 17)
AUi[)g' Y1 Cmax | tmax |t BERLEE 17 (24/31) (24/28)
(pg/mL) (hr) (hr) - 74.7% 80.2%
! i hr/iml) it (414/554) (414/516)
Tz sy | al9s | 35T | 26+03 | 54205 fb. KEHHIER (B~ $%E) BELNRE L —HERILR
23.50 363 HBT, WLV LY VEOBRENIRD SN TS,
74 4N 4E80mg S0 | iohs | 25%03 |5.2+05 R (BE~ %) 8%, 1H1E40~160mg#12~36
2. +0. ERFEORS LB, DAY THREEICERCED 2RO T, AMIEE
mean £SE. (n=46) HEED SERE LBERRAEZRLE .

AR ERE (BE ~ PEE) BEIC,
OIS Uz, MiBAEE - FEAREHS
MERAERLIZ

17.1.2 EIASE 0 4EEER

MAEFFEEN 12 AUC, Cmax D)5 XA —# 1%, HEEORR, £
WOBRENEE] - BESORBEITFICE > TR ATEEEDH 5.

NILBILY VEE160mg [YILNS] )

1H1[E40~ 160mg % 1 258
BuZyznd. RIFREE

NIVHIL Y VEEL60mE [YILNT | & F 4 F/NVEEl60mg . 71 A
F—N—HEICEDENZTNIEE ONLHILY > ELTI60mg) % R
ANBFIHEARREEREORS L CEPRE(MABEZHEL, 556h
7R/ YT X —% (AUC. Cmax) 12D\ TI0%EHEXEIEIC TH
EHER 21T 72458, log (0.8) ~log (1.25) O#HENTH V. WHID
EMERRESEE SRS N 10

6 .
-8
I
§A4, —— LB VEE160mel VILNVT )
A =%
:E §D3 | —O— T4Z NV EE160mg
23
-2 1
=
g 1A
0 (/ T T T T T 1
0 4 8 12 16 20
B8 ( hour )
A
?S%’“ Cmax ?nax t1s
\ hr) h
ol | (ug/ml) (hr)
NP LY VEEL60mg | 39.45 6.07
[D2IZA%A! +2.64 +0.45 2.5+0.2 |55%0.2
FaAnvEleomg | 4508 | S | 28+02 |56+02
mean+S.E. (n=23)

IMAEFEEL 12 AUC, Cmax F0/%87 X —F 13, #E#E ORI, K
16%{32%3%’2@%& - S ORBEMEIC L > TR DAL D S
(B A BT U CNLH L% > 80mg % 228 I BA [H14% [ #% 5 S R i 4% D
MAEFICIE. FEUTREMEPSEFEEL. ZoIcREmE LT4-v K
aF S AEMPED SN | in vitroDERERIC BV TEE L TCYP2CODE
ERRBENTHS 12 SEADT—%) .

24

_4_

REEMEEINTE (895 ~ PEE) B IC. 1H1E20~ 160mg# 5258/
BOS U7BE NSV S o seBi, AR ESE AT R O'Ca
EREFABEEO VT NICB LT HMEEE2RO S &4, BELL
MIEERS RSN 20

TH (FEER)
PHEARRE] =& PHEARRE] Z2FR<

. 64.3% 78.9%

BRI (45/70) (45/57)
. 77.3% 77.3%

I PR B FE 2 FH (17/22) (17/22)
- 66.7% 66.7%
CaffiZaftH (8/12) (8/12)
o 67.3% 76.9%

_{,
28 (70/104) (70/91)
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Bl) \ FIRREEEZEGHHZE CHER, BK. B, ASTER, ALT ERK
ORI EFEPWTNG4.5% (1/226]) . CalEhiEMFABEE T, R
$8PR. ALT ER., BUNLER, MgV L7 F =Y ERRORE EFEF NG
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