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HUE D BRIR S L IZ D & | B8] 2 BRI A SR 12 L )
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5.6 KifiEIR - ATEIRE . AR AAEIR IS 2 A O F R
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INA = RIFRISE R E 2L, Smg THEE LI #E %, 10mgls
WEd 5, 2B, ERICE ) EBERET %,

(L E—I\ABYSREE (C B 1T B SRFEREIR DETTHNFI)
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7.1 3mg/ HHES AT ETIE R, MLERREIEHNORE %
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OGN LY o AR R EEEEALO BB E F A EMD AR S
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1.1 EXFEWER

11.1.1 QTE £(0.1~1 % £ @i ). 1D 2 48 #H(Torsade de
pointesZ= ). DLEMEN. FFLEIREE. BELE. SER
Ik (FHEAR), DJ70vICEREOvo. BEJOvY).
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11.1.3 EEEER (B - TTIEBER) (0.1% K0 . +—{EmE
BEEFL CHEA]) . SE(EBHIN (0. 1% i)
KEID ) YEIEERIC X 2 B O LB EB OIS
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ANH)
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11.1.10 SRR (0.1 % i)

11.1.11 2HBEE (0. 1% i)

11.1.12 FERAFBHDZEIARTE (0. 1% i)
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1.2 Z0fthDEHEA
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AE, ZHE, S8, WO, BRIk
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ikt FHIER A, N~ 2 ) >
MERA . Al




1~3% Al 0.1~19 i 0. 19 il | FHIEAA
Zof CK. #&aLx7yo—)v, |B W #L|5IT. 3
U ZURT AR T | B R,
F—¥, BT I 7YoL\ & R | S
A BEE DA & i
e, R
FEBUHREE (L, BEE R O EREE D 7V v N A < — BIGRAHE KGRI £ C OB
PRAXER N OV A S, BIRED 7 vy N A < — BIEBHHE L S L ¥ — /)
RBLGRREAGERS & T ORRRABRORR & b TR L7z,
13. BERS
13.1 fER
) Y2 A7 T —CHER OB S EE RS, T, i
#E. FETT. RAR. M RO L, R OSSO
2 VREIER &5 SRS SREMED D B o W DO THENE b
DY WRFHOMRIZ L VILCICELZ L bH D b,
13.2 WiE
7 b O CRREREAKAM O & D 3T I LRI ) SHIBA
Al OG- OfEA e LTHEITE 2, 7~ ¥ U lkiik
M D1.0~2.0mgZ M GRE LTHEL., BRKOSIZHE
DVTLDOROMAREZ RO Do D) AEBFE TR T >
T= T LR YHIE G L2 A IR R VDB
FENZR B 2 EHME SN TV 5,

14. BALDER

14.1 FRIZZMAHIFOER

14.1.1 PTPAEOHEHKIIPTPY — b 250 ) L TR S 5 &
IESTH T L, PTPY — MOGRERIZL D). WS EE
BRI L. BIZIE5RdL%E B S L CHERR IR 225 0 B IE 2 A 6F
EEPRT LI EDN DD,

14.2 FEXIIRARFOER

14.2.1 RANTEHEO FIZOF CTHEER A IZH S5 & T 5720,
K7 LTIRHTTRET S B0 $720 KTRATAZELTE B,

14.2.2 AHNIE-FZORETIE, KA LTRHESERZVWI &,

15. ZOMDEE

15.1 ERARERICE S < EHR
SHENZ BT, NINDS-AIRENEZ W2 (2430 L 72 B i s 1 72
HUE (RIS EIPIARAGR) & BB S N7z BB 2R (T VYA
~ —RIZHHE & S S Nz BRI 1267 A 75 &R %)

13 R A RY OV ERIESmETEL.0% (2/19861) . N A~V EEERIE
10mgHE2.4% (5/20661) } N7 1 REES.5% (7/19961) TH - 72,
2 HORBEO 1 FIE B AR D IVIEEEES gL . 9% (4/208
Bl B AT IVEEERE10mgHE] . 4% (3/21561]) 2 U575 & R EE
0.5% (1/193%1) TH > 720 3FHFHORERDOILTFIE F A DL
SRR mERE] .7 % (11/648%1) KON 7 & K0 % (0/3261) T
&Y MEICHEI AN A EEDSADNT, 2B, 3kt &
DR TFEIL B ARYIVIERE (bmgk O10mg) #1.7%. 7
YR 1% TH - 7205 FAHFN A EE I Lo T,
15.2 FERSEAREHERICE D < 1BHR
TWFER (4 X) Ty ¥ 32 - Ry MV Y Y — UIFREEL T~
RNV E S — VIREE T IZ B ARDOVIRIRIE 2 %5 L 7254 .
MG DS &5 DB TIC R 5 72 & OMEDD 5,

16. EYEhEE

16.1 MAEE

16.1.1 BHEES
TERERN T 1% RIS, §EA & H AT B OS2 & & o
ST (Conax) Jz OV IIAE i 2 5 — F I AR AR T T RS (AUC) 133 G- 0 1
INCARAE L T 72 o 720 5Smg XA 10mg i [al % 5-15 12 351 2 S8 s e
NG A—=F HBRITR LY,

TR T3 T-125mg XX 10mg HL RS 13 5 L 72 BR O IR BYHE 8 5 X — & (5E#])

16.1.2 RIEHXRS
RERE AR T 2 %512, $87405me X 1Z8mg™ % 1 H 118]14 H i BSR4
5 U7ze BRSSO M 3 3% 55K 28 1 CEFIREEIZE L,
LMD B CITEHNENREICZ LIE R W e E 2 b,

16.1.3 EMFHEIE MR

(RRRY)IEEIEOD Mg Y D 1 1)
F A XY VIEERIEODSE5mel 7 A4 J & 7 U & 7+ Dibmg % HHE %A
B2 2N N15E (P ARV OVIEERE & L Chmg) 22 I H [l ke 13% 5
(7B AF—/N—i) L, MR FARYIVIREEZNEL 2, Bo5n:
HEHE/ ST A — % (AUC, Cmax) |22V CREFHEIT 21T - 725 5. T
F DA RSP DERR S iz

FEFN GER G OSEYIRE T X — 5

Cmax Tmax T2 AUCo-1220r
(ng/mL) (hr) (hr) (ng-hr/mL)

N ROV IE R
OD#Ebmg[ 7 1 |
7Y+ 7 FD§Ebmg | 9.35+1.20 | 3.4+0.7 | 59.0+17.1 | 380.64+49.95

9.21+1.36 | 3.3+1.0 | 60.0+11.8 | 381.89*46.56

S e
FARTVIEBIE 5509 09| 2.240.6 | 62.4%14.4 | 338.16+57.05

5
S&R | LoaR
=z

. Cunax tona AUC ti2 CL/F
X (ng/mL) (hr) (ng-hr/mL) (hr) (L/hr/kg)

Smg | 9.97*2.08] 3.00*1.10 | 591.72+155.87 | 89.3+36.0 | 0.141+0.040

10mg |28.09+9.81| 2.42+1.24 | 1098.40+304.63 | 75.7*+17.3 | 0.153+0.043

CL/F #2777y A (Mean £S. D., n=6)

_3_

OD#tbmg[ 7 1 ]
(n=15)| 7" &7 FD$Ebmg | 8.73+1.69 | 3.0+1.1 | 66.2+21.6 | 338.74+56.40
(Mean*S.D.)
12+ (7% U CHRFBI O MAEERR)
i 10+ —e— RAARV)VIEEEIEODSE Sngl 71 )
3 --o-- 71Ut 7 ~D§ESmg
E’; 8 Mean+S. D. (n=16)
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D)%
w4
it e
(ng/nL)
2 ‘\8\49\6
Lo PP T
011234 6 8 12 24 48 72 122
0.5

5% ORI (hr)
(RRRY)VIEEEEODER10mg 8o 1 1)
R AR OVIEEEEODSE10mg 7 A J& 7 1) & 7 FDHE10mg % f HE ik
ABFICZNZN15E(F AR VIV & L C10mg) 225 I B A% 1
#e5- (70 A4 = N=3) L, M5 FARDIVIRELZHE L7z, 155
N3 BRE /N T 2 — % (AUC. Cmax) 122 THEHRIT & 1T - 72 4%
Heo T O YR S AR S e
FIHN GERe G OSEYIRE T X — 5
Cmax Tmax Tz AUCo-1220r
(ng/mL) (hr) (hr) (ng-hr/mL)

22.62+5.18] 2.7+0.7 | 50.5*12.0 | 794.03*177 .47

KR R R TOL R
OD#E10mg[ 71 ]
(n=12) | 7Vt 7 +D$ElOmg |21.37+4.06| 3.1+0.7 | 50.9+13.5 | 782.30+173.31
KR ARDOVIEER
& |OD§E10mgl 7 1 |
(n=16) 7+t 7 FDEEIOmg [19.94+3.54| 2.9+0.8 | 54.9+ 8.0 | 665.08+119.08

21.33%£3.78| 2.5+0.6 | 52.2+ 9.3 | 676.21+109.87

(Mean=S.D.)
30 F (7% U CRRARF O MR E iR
251 —e— RRAD)VIfEREHEODEE 1 0mg I+ 7 1 |
--o-- 71U+t 7 ~D#10ng
20k Mean+S. D. (n=12)

b 155 5 ORI (hr)

MAEFFEEE 7 & ONCAUC, Cmax /3T X — % 1%, BERE OBR, 1K
WOBRIUAIEL - RS ORBREMIC L o TR B WHEEDL S 5.
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FAHHREIIN-BL 7 )V F AL TH V) . Z UKW TO-FE X F vk
FSE FIh 7z a Y BEE RIS TH b EE 2 bz,



N-L7 )V F AL IZiEE & L TCYP3A4HS, T 720- A F VLB
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TR AT 7 % A S $82mg™ & BRI G- L 72 & & 5% THH Z
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NIRRT TL0.6%., EHTL.7% TH o700 REILEK O
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F ik & RIS EE2mg ™ & RO L7 & E OSEMBIE NS A — 5
R & LB L T RIS SR A EICIER L7225, Coax
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BRET 5o B, ERICE D EERET 5., L —/MEEIZREE @,
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L 5mgE CHETE%,]THh 2,
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17.1 BHHRULLMEICET 5558
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17.1.1 ERNSEMERER
HRIE R O EEBE D T V) N A < — RIZBAE B 26851 % %f 12 R ARy
VIR $E5mg (3mg,/ H % LA M2 5-%%. Smg H % 238 42 5-) X id
7T & R % 245 B EE R A i L 72
TR AR B R IR BT 12 B\ TomeBElZ 79 b REEL I L THE S
BTV [0 D EOE S 135mekEl7%., 7 b REE13%. [#EEEHE
1ELJLLT OE & 135melE17% . 79 L R EEA3% TH - 720

R A AR B A IR A
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%2 [ 77 2RO 5 O& AL D FIME] - [5mght D08 2> &5 DAL D
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L OMRIED D 2By DOTRACT — § T O R L L7z,
GEED7 LY I\A 7 —BIZRNEE)
17.1.2 EINEE I AE:H5R
FEED T VY NA = — BIEBAE B #3028 % 5 A B AV OVIERRE St
10mg (3mgH # 28+ 5%, 5mg/ H #4ERE %5, &K\ Tl0mg~
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)37 7 R & 240853 5 ZEE RIS I L 72,
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