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VEBHE, ZARLFH U b, OIVERAVILEBIE, ¥4
ST4N (FTRYLA), FHZLval, A TLF=T,
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B. LYARSE. BEEE. hvEONII—R. 75
SY7PRE. NA4OATSAVE
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RIEMR SRR, REMRBREE. UYNE-UUN
N, BHEBEIE. SHE - BUERUFEMRIE O RS,
IREE - HREEN. Wik, SHIEIN. WX, MiES. 8
HIEIRSSRE DR, BRRMBR, DER. ISR,
BIE. 58X

OBKXERETDERE (T4 X) [CHESEEMETINT
FUSL - PEYDLIVITLYIR (MAC) IE

GERRETE)
FRICREDIAINIFUDL - PED LIV T LY T
Z (MAC)

GERVE)
BREREFDERE (TA4X) ICE#ESEEEYIND
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6. FAERUHEE

e i - iR

AhLb |, A

AR - AR $250me/NEFR RS42ay 710% Nk
—IRRGE BE. NRICIZZ ) A0 | FISEE L. B, R

4y ELTCIAKE
lkg#H 720 10~15mg (#
ffi) #2~3EICH T RO
B59 %,

LIF R TRRICHLT
. 1HM&ELkgh 72D
15mg (F1fffi) %2~ 3MEIC
I TROKST 5,
7B, EE ERICKDE
HHEET %

7oy 2uvf4 &L
TIHEEkgH 7= 010~
15mg (J1ffi) %2~3MEIC
ST TRO%RET 5.
LIF R TRiRIcx LT
&, IEfELIkgH b
15mg (J1ffi) %2~3MEIC
S TRORET 5.
B, FEip. ERICEK D E
BT 2.

BRMERFEARE
BB (=14 X) 1
O FEEE~ A 2
NTFYT LT
EwLaarySLy
27 A (MAQC) iE

W, NRICIRZ U 20
A4y ELTCIHKE
lkg® 7z 0 15mg (F11fi)
22N TRO%ES T
%o
mB. FEhp ERICKDE
HIBRET 2.

FREE L. BE. NRIC
[ESZA A0 I Qu ieas VPR
C1HA=E1lkgdh 7z D 15mg
(i) % 2N 53 TR
#59 %,

mB. Fis. ERICKDE
HIEREI 2,

7. FERUHEECEET 5=

(— AR ERZE)

7.1 NEOIH#ESRBIZRAOZERE (1H400mg) % LR
L9BrzL,

7.2 ERR LR EAMERZAES EVWEBELSZW LREEDOL Y
IR L. 1H400mg 2859 52 &k, &
FE2~S5HTERIIBEICA D, FERISERL THERSII2~
SAERGE T A EAEE LW, T2, LIF R TRIZE
FKOBENPEVWBIETH 720, FICHBETOREIC
HHEERETIE, WBERTHR. B2~ 3JEMES % ik
UERZBET A2BENSH 5, 28, BEHBHICERS
HALL7ZBEICIE. ER I L VT 2T ICE R 2 kSt Al
(F/uarREHLE) N\OEENPDRETH S, [8.1 2]

73 LT X ITHROBBICBVLWTEMCHERT S EHE
F LW, BEOERIZISCTHASLRELZIGEAIZIELT
DWEZSEIHAT H2HA OB E2ER LBIRT 52 &,

7.3.1 REREL FOBFHICY 77 YV EHBALERED
WEND B,

7.3.2 in vitrofEAOBEHICBWT, KFlE LART7a+4
YryRiEyruzaFry s EofREME (B2 LE
TIER) PRO 6N EDHEDDH 5,

(BRUERETLMEREE (T4 R) [CHESBEMMACE)

7.4 ERANOBRFOHNA RI4 00 L2 5E2 I CHEAEERIT
ST &,

7.5 BEROSUIMEZN 2 WESRD 5N BB GRS
RETH 5, [8.1 B]

8. EEREANIER

8.1 KAIDHERICH - > T, MEEHOHKFEZELZH 20D,
JFAIE LTS H2HER L. TROBE LLELHE/NED
OB EIcEEDBT L, (7.2, 7.5 5]

8.2 M/NMREAD . JLIMBREA . WImMEEm. BBk, &
TERIKES D S5 DNB I ENHAHDT. EHNICHEZIT
D EBREHUTO &L [11.1.4 ]

9. HENHERZEIHEEICHATIER

9.1 BIHE - BEEEDHZEE

9.1.1 D7 o705 4 RREHIITxK U TEEEDEIFEDH
3EE

9.1.2 EEDHBEHE. BHUDLMEDS S ES
QTEEE. DZEHI (Torsades de pointesz &), DE
MEgh=BdE&ndbb, [11.1.2 2]

9.2 BHEEEEERE
AHOMPEEN LRI E2BZFNNH 5. [16.6.1 ZE]

9.2.1 BEHEEEEEZCIOIEF U EIRSHOESE
BELZWI E, AL FUOMAPEE FRICHES hEE
IAHRESNT WS, [2.3. 10.2 ]

9.3 FFikeElEESEE
JFspEfEE»BL S22 EH 5. [11.1.3 BH]

9.3.1 FEEEEEZECOIEF U EIRSHOEE
BELEWT E, T FrOMEE FRICHES hEBE
WAHESNT WS, [2.3. 10.2 =]

9.5 1FiF
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ZHE]
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14. EBRALOEE

14.1 ZERIZZHROER

&)

14.1.1 PTPARXOZEAIPTPY — F B H L CRAT S
$OHETHZ L, PTPY— FOBEAICE D, BLHALE
DWEEREAT AL, FIZWEZRELZBI L CHBRRZED
EELAMEAMEIT A LD 5.

(RSqv0Ov )

14.1.2 FBHAMOBATHHD T, FEBOMRELE T, D
CEREBITRETIVEN D 2EEILEEEICHEEL. TX
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T2 &8T5 ENEE L. BRSO ELEZE
ST OBIFIBREAIHE L TdH B A, BRI CIRA L /-5
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16. ZEMENEE

16.1 MAEE
/NRIZ5mg (F11fi) /kg®19. & 7o BERRLAIC200mg. 400mg
(Fififi) %20 ZZRERFHEREORE L7z & & OFMmEHEER
UOENRT A=Y DEIEZUTDOES ThHo7. 2B, AFEEON
TV XD o7,

AR Cmax Tmax T2 AUC
: (pg/mL)| (hr) (hr)  |(ug - hr/mL)
HPLC
INE (n=6) | EZ1LIE 1.05 1.4 1.8 3.54
Smg/kg HPLC
s 0.98 1.4 3.2 5.37
A (n=8) | .
200mg Bioassay| 1.16 1.9 4.04 8.98
A (n=8) | ..
400mg Bioassay | 2.24 2.7 4.36 20.30
16.2 ORIY
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aniz2) BN T—%4),

16.2.2 BEDFE
ANRIZ1I0mg (F1ffi) /kgx BEFEOHRS Lz & 20 MiE+HEE
ICIE. BREOEENIZEAEROONZ P22,

16.3 91
BERERAICB T 2EHSD ., /2. BEICBIA2HERY, REX
DUB) EADOBEITHZBE LBER, Zh 2o~
TIZBRFT, MEFBELRA%ED LIEEFNL EDBEZRL
Too Flov K2, R, LEEFEMEY SoMMPREILIZ
EAEDRITIEFEREEZARESL EEboT, B, b MIFE
EBARBAERIZA~50%TH - 722 (in vitro).

16.4 {35
b MBI 2 EREWIAKELETH D, MEFRICIERE
{bfk &I ITEIBAFAE L7122,

v NFIZ7av—LZHWzin vitroiRBRICBW T, KANEXE
ELTCCYPATRE SN S Z EARESNTWBO, [10..
16.7.1 ZI&]

16.5 HEt
/NRBFICSMg (F1Mfi) /kgZ BEHRORS L. Bioassay Tl
FELE A, BEROERMF TICRSED25.8% D RAFh
a3,

sHB. BEEAIC200mg (F11f) % Z2AERFICEEREO#RS LT
&2 A RAICIEEICRE(E R OVEERB O 146K ER L 1%
WRH SN2,

16.6 HEDERZHIDEE

16.6.1 BiEpEEESE
BEEERE LB 2 EEOBMERERIC200mg (Nffi) %=
ZEEBREAROKS L. ZLT7F=r 27U T IR (Car) &
ZOENEIEE OBGEHE LR, SHEDETICHEST
Cmax® L&, TinOEERTAUCOEMAFRD 657232 (H
FE ¢ Bioassay). [9.2 ]

7V77=% | Cmax | Tmax T AUC
ZVTIZA N emL) | (hr) (h) | (ug - hr/mL)

(mL/min) He ne
Ca=100 (n=5) | 2.02 1.24 2.3 8.89
Cor=50 (n=5) | 2.1 1.89 5.74 21.69
Car=30 (n=5) | 2.5 0.9 4.69 18.73
Cor=5 (n=5) | 3.54 .48 6.13 36.89
16.6.2 SEE

BEGEBBEBROZV66~82 (FHT72.25%) OXt3fIc
200mg (/i) #ZEfERBERORS L. 2 ORNEIRE % Hat
U7-fE8R, BEMA NS ETmax. TiRZIZIERETH -
7275, Cmax. AUCIEHS »IZE» - 7233 (HFIEE -
Bioassay). [9.8 Z]

Cmax Tmax T AUC
(pg/mL) (hr) (hr) (pg -« hr/mL)
BkE (n=3) 3.72 2.3 4.2 19.20

16.7 Z¥EEER

16.7.1 in vitros\BRRYIE
CYP3A. P-gplcxtd 2BHEERAZHET 5. [10.. 16.4 2]

16.7.2 A 7«14U>
R A B IS T 7 1 1) > %2400mg K OARH] %2 300mgftH L
KR, BEASHETT A 7 ¢ ) > OlliETEEIZCmaxTL.26
&, AUCTIL.1I9E LR L. 7V 75> X1316.4% w4 L7 5t
STRIICEBRZIIZEO NG o129,
T, KREZWMBREBRICT A7 141 > %300~600mg/day T1H
FUEOHRE L. BEICAFI600mg/dayx | H20t i 5 L7z
R, HHTHEICBLWTTA 71+ YOMBHEEIIER L L
AERLIY, [10.2 28]

17. BRPRRGIE

17.1 BERUREHEICREY R

(—HRIRGE)

17.1.1 INREBEERR E U BA—ARERREER
TEOBREBICHT HHERAENRD 5N 3 nb, BA%
WR & U7z B BHEERGRES . g0, BIEFRERE D =
WEZESD | @k (I 9 2 —HEMRHEEER AR OF %
PRD LNz,

R ARE (%) [AZIDLE]
R FHERB AT 91.7 (22/24)
(FAEHE R BRI, VEAEHE W BRTE , Y
YOS - ) L, B, A - 3
BROFHAIED = RER)
R E e Cns 93.7 (550/587)
(W8 - WRTE A, P, RMERESA. B

55, BN, 1BYEIPUREIAGA O IR

RERE 2 98.9 (90/91)

B R IYE 88.5 (69/78)
(FEZ, BI&FESR)

TEALEL 100 (28/28)

HHK 86.7 (39/45)

(BRUERBTDIEIRE (T4 X) [THS EEEMACEE)

17.1.2 NRBEZHNR & UIoBH—ARERRER
BREGBERSREGR (T4 X) IS BEEMACEICH T
5 _EEMHERB 2 ECHRRHABRICB VT, KElOFRES
BOONTVS, NEENRE LFEBEEIIRDOEBD TH .

BB ARE (%) [BFHLLE]

BRI RBEARRIERER (T4 X) 1D BREME
MACHE

CKE) 61.1 (11/18)

18. FMFIE
18.1 {ERIERE
MED70SY RV —LDS0SY 71=v b EiEE L. BHERE
HET 2,
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