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FIRSHEICTV., BE5PICBVTH, < &A1
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EFI LW\, REREEDEENRD SNIESEZDEE
RUBRHRIERICIN U T, HENURSPILG EERNEZ
EBT &

[7.1. 7.2, 8.1, 9.3.1. 9.3.2, 11.1.1 8]

.22 (ROBEICIFEBELEWVTE)

2.1 HHRESUSIEIR L C WA RTREME D & 2t [9.4. 9.5 BR]

22FHEEH L VEIEEOFEEDH S BE [9.3.1 2E]

233 7uzBY UNEy A ARARBREHROBE [10.1,
16.7.1 ]

24 7RV 753 ReERSHROEE (101, 16.7.2 2]

2.5 REIL OARF OB BERE D BEED & 5 B

3. #HR% - MK
3.1 #8588
HR7E4 Rty L $E62.5mg [JG)
1§EH
., Rt & KM
RIS 64.541mg

(K> %> ELT62.5mg)

rEQIATFY T TLT LT T BE R,
FrT ) A= VEF NI L ATFTY VB TR
Th, eFaxa—2, BkFyr. bUTEFY, BHE
=R bEk. =gk, YL

NI

3.2 REOMHK

HR7E% Rt »4#62.5mg [JG)
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rEE Ex 3.0mm
=E 86mg
Al —F JGE77

4. HEEIF5HR
FENiRERSIELE (WHOKEES$EI SR M. MRUN)

5. WMEEXFHRICEHET BFR

5.1 R S8 (2P B AR 1 i s T RE e O A AR 12 1 S
i 5 A 1A P v L FERE DA 9 D i 8l R R i o IR E L2 35 0 2 B 2D
M AT LT,

5.2 KRNDFERICH Iz > TE. BHOWBEHA NT 1 v 25EC
BEOEEZBEITA &,

6. RiERUHE
BHL A #E5RHG» 64AMIE. Rty & LTl
62.5mg#x | H2[O#A5 &% IR ORET 5, HE5EED» 5,
Ry &L TlE125mg% 1 H2[EEHS B&ICEO#KS T
2o
7B, ARRBEOER., ML LIS CHEEERT 555,
BAIH250mgE TET 5,

7.0 KAFEGHIC, ASTUIALTENEHEE ERO3E 2B A /-
He. HEFH CHFREREZ L TOEEEZSEITTS Z &,
[1.. 7.2, 8.1, 9.3.1, 9.3.2, 11.1.1 ]

AST/ALT/E B 53 SRR EO LR
HEXIIHES2HIET 5, 208D < &5 2EM
>3KUS5XULN | EICAST. ALTEABIE L. Zh o ASasEiEc
mE Lz a s BERS 2 IIER™ 35,
BEEFRIET 2, Z20HD2 < LS 2EMEIC
>5RU<8XULN | AST. ALTEZHIE L. N5 AAEEMEICEE
L-5Ei3, #50HME 2287 %,
>8XULN BEEZFRIELEES L TERo 20,

ULN : A#4E LR

) B ET 2581 HEHE» SR 52 &, AST. ALTEIF3IHIL
PIUCHERR L. 2ER%ICHERZRE. Lok 5E s FFREREDE
MR A SZ I L TRET 5.

7.2 AST. ALTE® EEPFFREOBKER. fl2 I3 BR. &

M. FEEG EE. BE. BIRSUIET. 12 7L PRER

(BAETR. A, R LE2MESHE. I Y ILE VER
EEME FRO2EU LB RS EFIET AL, [1.. 7.1,
8.1, 9.3.1. 9.3.2, 11.1.1 =H&]

7.3 (AEAOkgRHBOBRE TCIIRAELAER L. BE55HELED
A& e UTIEG62.5mg% | H2[EE 4 BRI OREG T
T LAEERT AL, ERIIEBICHEFNTA L,

7.4 KR E R V& VAR FESE CHEARAD ZEMZIIC
FEHTIE% < Ry VRS EEEIE AR & L TN A
FT7RA ) T4 MRV, BfRERZTbEVWZ & (R
vy KA ESE6AME D AHN62.5mg 23t T B Cray HE %
UAUCHOFHEIZZFNZFN0.82%00.87) » [16.1.1 8]

7.5 KAl 6Kt > & VKM ESE CNEREA) Aot
ZRRE Ty KD EEED SERADYI O BEZ 21755
B BEEILEHTHIENH B0, YOBIRIZBEDR
BICHEL., t9RBEZ(TH>T &,

8. EEREARNWER

8.1 FFREME 2 L 3R ERNIITL . BEHRICBLTYH, il
EB1HAIIEERT 22 &0 2BHRERIIA3H ARIZ2IEIC]
EOHENEE L. [l 7.1, 7.2, 9.3.1, 932, 11.1.1 &
]

8.2 KEIH G ZH LT 2F/EICIE. PFRE (TLT7 7)) v E)
DFEMARRZEICED ., BEIZSCHBZERT 52 Lo

[9.1.2, 10.2, 16.7.3. 16.7.5 ZH&]

8.3 ANEZ UL VB MV IMREADENEZ 2R H 5D T\
BERHmBIE R ORERRRA ABIZEBH. T0%®IE3H A1
ElOSE CTIBHEZITS Lo [11.1.2 2]

8.4 KA DHEIT X D FKIEDOBIEAD R SN/ Keid, FiipIRREIZE
MREBOARER ZERET 5 &

8.5 KA G 2L LH3HEM (BERSRIGEL TP SR
BAEMKE) To72Icb W69, BREROELIA 5N
BRI OBEEEBRE T 2 &

I. BEDNERZEHIDREICHIT IR

9.1 BHIE - IEEEDH 3 BE

9.1.1 RIMEDEE
MEZ—BETSE2BZNNFH 5.



9.1.2D)IL7 7V VEERSHODEE
AR SRMAE, BE - BER RO IIEEIC 36T INRIEDORHE
BETV, TL7 7)) VRSBOHEE1TS 2 &, HEZINR
EIC7 5 E TIEZEICIEOBRENEE L, KFI&EDHAHICK
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16.7.3 2]

9.1.3 EEDELERETEZSHEICHDOEE
(RRETE O#IE (B 2\ EEOEM) 10 L TRBEE 1T
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9.3.1 hEEH BV IEEDHEEZEDH S EE
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2.2, 7.1, 7.2, 8.1 &]

9.3.2 I SRBEIDAST. ALTIEOWVLWITNH R IFEAHELEE L
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IHEEEELZEEIELBZND D 5,
11.1.1 2]
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BEIE BB T OREIE A S 1 AR B RGTET & O S HAR
X BHEIRRE2ERT S L, [2.1. 9.5 RE]

9.5 i@

IR SUSITIR L T W A TEEME D B A I35 L &,
B EBR CRTEESRE SN TWS, [2.1. 9.4 BHE]
ECER

AEFREGSHRIFALEZVWI EALEE LV, B MIBWLTEAD
HHHIIBITT 2 EOREN D 5,

9.7 INE

9.7.1 BHAEMKER. #HAERIIARICNT 250 ROLL2HE
PIEEE U7 EREEBRITEM L TR,
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—MICEEBEPETRL TSI ENFZ 0,

10. B E{EA
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1.1 EXBEIER

11.1.1 EEXGRFEEERE (1.3%)
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11.1. 2 R mEkiRs. Bmikmd. Fohikimd. mvwriEd. &im
(BEEEABA)
PLIIEREA . B mERED
ETUEVED) PHobhAIENDH B,

11.1.3 0F2, SoMEDFE BEEARH)
DAREDPHEET L ENHHDOT, BEFRBRE 751217
WV RRETE . 2Us (REEN, DASER - #g (Bih.
BiE. DIIER. JKE) PEESH LV LBEIC
& %5 2HIEd 5% OB LMEERTS Lo

11.2 Z0fDEIER

ek, M/MREAD . B (A~
(8.3 28]

10%21 F 10%A 5 SEEAH
R REE SER IEGIFED F FHEDEV
DEREE iz
MmEREE 13TO. B, I
FIET
21 N LN T I ]
UHitpRrEE
BGEE B, @,
T

FFREERMEE | FFREEEY
B EOE TN %, = D8
AR SE. BB
EER R | GRS
T e AR E
2HBERT | BRE TR, Y | FEL FE
B 5 BTk
R AST &, ALT k| ALP RSF. FRmu3k |l /N # 2 B

F.v-GT(GTP) | HiEA. FEEKE | DV LE Y

bFE BmERECGE | EiAT s 7Yy | BR
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SNEICBWT, BREMEICAE Y& 2 2400mgz BEE %S
L7, EREBRIE. BEPSHEEOHERE CH 2.
BBV T, At ¥ 10000mg G S N7z 1HIlDBHEE
ETIE BO. . EIME. FEED T, BT BRI
WU, 24RO MEEMO R, [EE L7,
13.2 &

Kby 3MEEY 27 EOBMENE L BITICK DBRE
TERVWEEZON S,

14 BRAEDER

14.1 BRZMEOER
PTPEEDFANIPTPY — b2 5HWD H L TIRAT 5 & H18E
TEHI L,
PTPY — b ORREKICK O BEWHATABBEREATIA L, E
IIFEFALE R C L TR EOEE L A ECHHETHZ &
D5,

15. ZDDFER

15.1 ERARERICE DL BER
BB T, KRFOBREICEOVFEERCHFAERH 5 b
T DRENH B,

15.2 JEERFREAERICE D < B3R
I RY) UEFEEBREO—HICBW T, 10 o5
LDET Y P TEBEOERE. BTHELD. ZREETHFRD
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16. EYENRE

16.1 MoRE

16.1.1 BEHES
ERERAL0BIIC A > & > & LT62.5mg ¥ Ik 125mg% &k B
EHEC1HE5 LB, MERRE D & L BEIR, a0 LR

U BE5%3-4R TCpna |l E LT EMBIRE/SS X — 4 13T
EXOEBOTHBH,

BERMALOBICRE > ¥ > %262.5mg VI3 1 25mg B [EIH 5.0 DA B RE ) ¢
TIA—=5

Crnax AUCq. ti2

(ng/mL) (ng-h/mL) (h)

62.5mg 772 3721 4.3
(n=10) (619, 964) (3182, 4351) (3.7, 5.0)

125mg 1922 7996 3.6
(n=10) (1364, 2710) (6695, 9550) (3.0,4.3)

HEIEATPASME (95%(FHIXH)

BEBRALOHICRE Y VKMMEE (Ko &LT
62.5mg) XIiEARE 2y KRS EEE CNEREAD) (Kt
v vELTodmg (32mghE% 28F) ) & ZEREHRG I BENR %
BLUBOEYEEST A —FZPUTOEBY TH B, £7-.
Rt & VKM HEEDENFRENT A= DR & VK
FISEITNT T BRI HIE. Cray T130.82 (0% EHEX R :
0.65~1.04) . AUC(.0TlE0.87 (90%EHEX R : 0.78 ~
0.97) THO. EYENESEOEEHEFE (90%EHXM :
0.8~1.25) »ostnTwniz? BEAT—%) . (7.4 2E]

BRI ISRt > 7 IKMEE Rt > & 2k 7 g = BEHRE L
12 DIEMEENT X =5

n Cmax AUCO-DO tmax ti2

(ng/mL) (ng-h/mL) (h) (h)

62.5mg 16 592 3494 4.0 8.3
(%) (453,774) (2809, 4345) | (2.0-5.0) | (6.5,10.4)

64mg 16 496 3118 4.0 9.3
(3 EE) (395, 623) (2524,3852) | (3.0-5.0) | (7.4,11.5)

BB (95%/EFEX )

taxtE FRIE (F/IME-FAHE)

16.1.2 RiE®RS

A L2BIC ARt > ¥ > & LT125mgz 1 H2[E7.5HMEN
BE LB, MERRt sy VBER., BE5%3.08M (bR
B, B/ME-FAME : 1.0-4.0) TChrayx 1212ng/mL (95%(S4#H
X : 940-1564) 123 L7z. F72. AUC).1,134640ng - h/mL
(95%B(EHER M : 3641-5914) . MR 15,6/ R
(95%IEMIXE : 4.6-6.9) TH -7z KEHRSIIHVLTIZ, #&
SRS IICBEEFESFRSN, AL 7 0N T7EEIX
BT B0, BESHBSHBICERRBIELEY,
WHOMRESE 7 5 A 11 X3 11 o il IR 1 i o5 I B B8 2 6 61
IZARYE % 1E125mg#% 1 H2E2;EM M _ERERZO#HRE L7
BEIIRE U 125mgaHEG L-RomErRt > ¥ ViRE
R R OEMEREIST XA —F I TOEBDTHBY,

A B AR LR A 0 FERE B 1T A v 4 > 125 gt SO I BIRE S5 X — &

Crnax AUCq 12 tmax ti2

(ng/mL) (ng-h/mL) (h) (h)

125mg 1748 6996 4.0 5.0
(n=6) (1287, 2374) (6193, 7904) (2.5-4.0) (3.4,7.2)

HUEIHRAFAIE (95%ERHXTH)
tmaxl & FRIE (F/IME-FRAME)

WHORBES S 2 5 AT X3 IV O Fifi B iR i v I 58 2 1 341
IZARY v > & LT62.5mg 1 H2[E % 4ERZE O RESRS%.
Fl&Ht X 125mg 1H2EICHER L CHERRORERSKOR
T H L DOENFHEIST A —FIITFEOEBY TH B (BLE
ANF—=%)

FifiEh AR M AT 5 I E R 1At > ¥~ %62.5mg i 125mg 1 H2ERER
CASIOE L) A Y

Cmax AUCOJZ tmax

(ng/mL) (ng-h/mL) (h)

62.5mg 1187 6232 3.0
(n=12) (814, 1560) (4582, 7881) (1.0-4.0)

125mg 2286 8912 2.3
(n=11) (1234, 3337) (6296, 11531) (1.0-6.0)

HEIHEMFI9ME (95%EHXME)

tmax SFRAE (eI ME-FAE)

16.1.3 EMZ2HIEF MR
Rty U8862.5mg [JG] & M7 7Y 7§E62.5mgx. 71X
F—N—EICkDENENLEE (K% ELT62.5mg)
B A S FICZEEREERE RS L TR R o 5 R
ZHEEL. FoN-EY#HE ST A —4% (AUC, Cmax) IZD
W TI0%IERX A IS TREHRIT 217 - 7245, log (0.80)
~log (1.25) DHEEANTH V. WA OEYLHIFEEE TR
Shizo,



(ng /mL)
3000
1 2500 —e— Rt UEE62.5mg [JG)
x —o— 57U 7E62.5mg
N 2000 Mean=+ S.D., n=57
®
: 1500
< 1000
& 500
] SN . s Bl e
0 2 4 6 8 10 12 14 16 18 20 22 24
5.4 R (hr)
T A—F BENTA—F
AUCqy 04 Cmax Tmax t1/2
(ng * hr/mL) (ng/mL) (hr) (hr)
Feo s B 8563.00 1775.63
62.5mg [JG] | +255496 | +649.26 | +3%09|44£09
Ko7 9850.03 2017.95
62.5mg +314136 | =769.06 | >EFLL | 41ELI

(Mean +S.D., n=57)

MEgEFEEY ICAUC, CmaxZn /85 A —7 13, #HEEDE
R ARTE ORI - FEEEORBESMFIC K > TRZ 575
NH 5

16.2 IRIY

16.2.1 REDXE
B AL6F ZMRICTZ O AF —N—EICED, RErvy &
L C125mg% Zefgis I3 B I AR RS U 72 i, Z2RER%IC
HAREBEERDAUC).0on CraddZNZE110%., 22% LHL
725, BRI E I rwWEEZzoNnET WEATFT—%)

16.3 27n

16.3.1 ZEHESE
Rt o & o OFEBITEICL B in vitrolZ B\ A MEEH ED
FEAEE (n=28) &, 0.211~21.94 ng/mLOEEEHFH THI98%
TH-7-%,

16.4 {3
Ao VZEICHFETRE SN, ZoREMDIZEAEDE
() hicRE o THEshz, b MR Z AW zin
vitroREEIZB W T, CYP2COKU'CYP3A4ICZ & » TR BIE N,
CYP2C9. CYP2CI9K U*CYP3A4IZxt LW HEE S 2/~
L. CYP2C9. CYP2CI9K U'CYP3A4%3EE L 729, [10.
28]

16.5 HEttt
BERAAGNC 1C-Rt v & VRO BERS00mg 2 B aig
#e 5 U7z, IREUEHOEINFRILFEI7% T, H58D90%
PlEpghicbt s, 3%DRAADOHERTH - 7210 (5LE
ANF—=%)

16.6 HENEREFIDIEE

16.6.1 & COIFNENHE
ENRCEMNC BV T, BICEREZ R E U7 S8
RERITER S N TV,

16.6.2 FFHEREEZEEE(CH T 2 AAE)RE
fFtERERE (Child-Pugha#HTA) 8flicRE>ry &L
T125mg# B IERER OIS U 7 B O S B 58 & R
EHEI LD, ENBIRICEIIAO NG STz, 2B, BAK
BRIFTH-7210 SEATF—%) .

16.6.3 BEEEZ BB (CHIT D AAFHHEE
EEESHERERE (I5< 2L T7F=VvZ7UYT7 I3V AL
30mL/min) 8flicAR+tE > % > & LT125mg#% a5 L 7-
DEYIFRE 2 R & B U7 MRS IR EBK48 R/
TCmaxlCEUTe R 2 DCrald EEBRAICH UEE
B REREE B TRIST%IED 5 7245, AUCq.old S L7723
ExR LIz, 8. BEKIBERIFTH 721213 (SlEAT—
7).

16.7 ZEMIEEER

16.7.1 ¥ 0RRU
fEEERAIC R > 4 > 500mg&7E BER % | H2|7.5H0 B RE
BE5 L, S5 Z70ARY UEMEER NS 7EEHN200~
250ng/mLTRET 5 & 212 1 H2E7.0HEftHRES L7z 5,
R vy VM GRBICHE LT, Y7 uxRY VHHTOR
EHGHORE YT O T 7 BEIH0RE. EFRETIIN
3~4fFIC LR L (Hn=8) . £/, Y IZHAKRKY LD
AUC) 1pld ¥ 7 a 2R VB 58 (n=9) LH#EL TR
Y& HREE (n=8) 1213 F949%ED L7z 149 19 (SLEA
F—%) . [2.3. 10.1 ]

16.7.2 JURVISER
R AL 2611 Rt >4 > & LT 125mg# 1 H2[E9.5 0 KE
5L, 6~10HED458BICOVWT YRV ZFIRELT
2.5mg#x | H2EITHA®REG LB, 7UXRY 753 ROCphay
FKUAUC. |3 BRI SR L T2 N2 N22% % 040%E
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