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16. EYEhEE

16.1 MAEE

16.1.1 BEO%S

M) RS0 0Oy 7(10mg) £E10mgDEYFHIEEE
TR AN 060) 1Ica 5 % Yy K94 v ay 710mg X idiEl0mg% 22
JEIE 3% 5 L7z & &, DCLOZEMTIE ST A — 7 1ZLUT DL
BYTHolzo UTF5 VY FF4 0y 710mg $E10mgld AW i12
[ TdH 5 2 LA MER SN2V,

Cmax tmax AUC(0-t)
(ng/mL) (hr) (ng - hr/mL)
K740 3.29+1.06 1.43+0.467 33.8+10.0
(10mg)
§10mg 3.08+1.04 1.58+0.568 34.5+11.3
Bl 1.06 B 0.981
(9095 #HIX 1) (0.949-1.18) (0.920-1.05)

¥ 0 NI ATy 7/8ECFY = R, n=20)

16.1.2 RiE%kS
TERER B GB) 12T T 4 ¥ > $E10meZ LH RIS H B, 222 5E
BOSG L2 &, MmO S ¥ Y 2 i s piaH%4H £ TIOER
TREEICHE L. AUCO-24hr)l2oWTHM L - BRI .3Th o 720
ERER A BYE 6B 12T 5 7 ¥ v $820mg™ #1H 15 H . 222
BFEROHEG- L72 e &, M¥Eh o T % 2 2 K ODCLE R |3k BG4 H
FCITEFRIEICEE L, AUCO-24hr)lc oW THH L 72 B R EIE &
H121.3TH 727,

16.1.3 E£YFHEIEMHER
055 DSI%[HIA s TVF Ly FI4 0y 71% % BFERA
BrizEnFhlg(ns s Yy kL Tl0mg) 2R RO Y (7 0
AF == L, MEEFa S5 Y Vg g Lz, 1557238 H)
f8/85 A — % (AUC. Cmax) lZ 2\ THREHIMNT 21T - 7o8 H. WiFl ok
Wy [ SV SRR S Y

FEHN gie G R OSEYIRE T X — 5

Cmax Tmax Tz AUCo-24nr
(ng/mL) (hr) (hr) (ng-hr/mL)
07 %Y DS1%
T4 | 4.37+3.50 0.7%0.2 2.2%x1.8 7.34+9.57
790584
S0y 71% 4.09+3.12 0.6+0.1 1.9+x1.4 6.84+9.09
(Mean*S.D.)
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MAE R 72 5 ONNZAUC, CmaxZEm/3 5 4 — %1%, s omEIR, 1§
WOBRBUAEL - RS OREBREMIC X > TR B WEEELD 5.
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16.2.1 BE0¥E(>0Ov J10mg)
R ABEQ26) Ica T 8y Yy v ay F10mg(FE5Edm) & 5 it
ZefG RIS AR IS L2 2ona T % ¥ v R ODCLO S shaE < 5
A=, UTOEB) THo729%,
M AU Rk L R EREERIE T C RIS O ST EN

SNz, M R AR R HE L7,

Cmax tmax AUC(0-00) tie
(ng/mL) (hr) (ng-hr/mL) (hr)
asy vy jogd 5.69 1.63 34.5 31.1
ZEJE R 5.63 1.00 23.2 23.5
DCL foxd 2.83%0.80 | 2.33+0.54 42.3+13.3 19.9£2.69
2Ry | 3.66+1.91 | 1.50+0.48 40.6+16.1 18.5£2.88

(F3y + (iR, n=12)
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16.3.1 MY VINUFEE
v MNMBEICEIML7-E X0y YN fEAEIZ, T8 Y 068~
97.9%. DCL73.3~75.6%C&d - 7z GUsER: : F#rENTE:)Y (n vitro) o

16.3.2 fE#EHPREIEERE (S Y B)
Z v bn=3)1HC-1 T ¥ Vv RIS Lz b &, Rk iU EE
ARG OB TN L 0 & <L BRI IR, HUIRBR. BB, IRBE.
TR, B EE D AT ASEED e £ 72, NIRRT & b K
Hro 2o MR BT EE O AP H EE IE . WE oML L b I &
D Eho 7o HIREE T4 B RER S C b e ik lcahEe 3, &
FtEDRIE S 729,

16.4 {3
074 E b MIBOESG Lz& &0 HALE 2 6 3R 2 120
EN, PIEEEEICL > TDCLNERBHEN L7, e FORFI 710
V=L wH\izn vitroikEEr 5. 055 Y 2 5DCLANO AR 1X
CYP3A4 K U'CYP2D6D B G- AR S LT 59, [10. B ]
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OG- L& &, 85100 % F TITRRG-EOH80% 2 MH# & LT
PR O F i ASE RGO S N7z JRPIce 52 Y ikt S g,
DCLIZJRH U RE D 2% K0 T dp o 727 JHEINT— 4 ) o
B GH) 12055 Vv TEl40me™ (JEFER) & 22 RE| B RR
#Hh L& EOUT Y Ty RODCLARFL IR S . #%
51448 £ TORBATERIZ0.03% TH > 720 AUCHA/AUCkstbid, 1
55 VY RUDCLIZDWTZENENL. 2K T0.8TH - 722 (FHEA 7 —
%).[9.62H]
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16.6.1 BiEEEEESEE

(M EYENREI\NSX—F
R R (1260 2 LT =2 ) T T 2 A=29mL/min) I2 T T
5V 9 7 vAOmg™ (FETE ) & ZERERE IS AR G- L7 & E ol
B O Cmax i CAUCIE, EHRERABEGH : 2 L7 F=220 7
F v 2>80mL/min) & DIEICBWT, B I % Y ¥ Tidl.5~1.71%.
DCLTIEM2fEIC EA L7z, BRERERFICBI205 5 YV VKD
DCLOD 12l 2 N Z 8RS L D200 CTdo ) . Wi b LA &
B S 72 51 E00 b N Ao 7210 (BHEIAN T — %) . [9. 2507 ]

) MKEHEE
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M (FHBEE) (I ET 21T > 72 & &, MREN 2T WA &It
LT, M as 4 Y RODCLEFEICEZBITRO LT, ns ¥
VU ODCLE DIZENT AR NTIT E A EHEE S 205 7219 (FHE A
F—%).[13.22H]

16.6.2 FFiEaEE=EE
PR RERE B (TR 120 5 8 D v A1 7 e 40mg™ (JEFEN) % Z2iEmEIC
B G L7z b S omsEdhi g, RS (2460) & o ik
IZBWT, B9 % Y2 TldCmaxAl.4~1.7f%. AUCH2.8~3.8fFI2 L
A L. DCLTIZCmax., AUCE b IR A LS 3B 5
otz MERERERFIZBIT205 5 2 Y N UDCLOtaAENE
TUFI24 TR L O37 10 T 1) L fEHEE A O2~3fFICIER L CTw»
72D (B EIN T — %) . [9.35 7]
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EAERTE (1361, 8~125%) I OMEAE KRG (18671, 2~55%) O HE/NE I Z
nehus 42y y 710mghh Umg (FE7E) & A% I H R L1
HlLtE nus ¥y Yy R UODCLOEYBEE ST A — 21X, UTok
BYTHo722 WHEAT— ),

Cmax tmax AUC(0-t) tizz
(ng/mL) (hr) (ng-hr/mL) (hr)
'?[i%?)g 0%y r]4.38+3.13 | 1.00£0.00 | 8.98+6.21 -

ol - 8~12m%
54 0 10mg

1%;?51%8’? 055Uy | 7.78+7.03 [ 1.1740.38 | 16.7+13.3 -

DCL 3.79%£0.98 | 1.69+0.95 | 51.67+25.25 | 13.8+3.1

im0 2~57% 14.4£2.9
254 Smg DCL 5.09+1.85|2.33+1.75 | 87.3*76.9 (1=12)
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FRICHL AR OPS L7z & & o &, FEsin o ui A5 1k (2441
21~39i%) L DREIZB W T, 75 % Y ¥ TldCmaxAhtl.6~1.9f%,
AUC?1.5~2.0F512 £ 5 L 720 DCLTIZCmax? 1.7 Tdh - 72 A5,
AUCIZHIS BB SN oz, BEHETOTS ¥ Y v R
DCLODti2ld & 2418 205 e 17 4RE[H T dp - 7219 (HFE A 7 —
5)0[9.8% ]
16.7 EYHEEER
R ABMEIZT T 7 Y Y §E10mgh VT ) A< A ¥~ (CYP3A4DFH
EH)) LE T AF ¥~ (CYP3A4K INCYP2D6 D [ #1) % 22512 10H
MRS Lz somiima s 5 ¥ 2 R ODCLEEOZE{LRIZT
WRTEBY THo 7205, QTcHlEZ &0 LERANOEEITRO LN
Zedpo 7210 10 flEEE A EIC T S 8 Y U 5E10mglk N b3 —
JMEIW@i%HJ%IJ@M%iE) ZENEIRICIOH BRI G- Lz & & I
Beu o5 Y U R UDCLIBEDOZELFRIE TRIRT EBY) THo 72
. QTcHE% &0 LBEANDOFEILHED SN o 72170 (PHE A7 —
5),[10.2% 1]

S EE

e a Cmax7y//AUC Cmax T AUC
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DCLORI LI RZELR (TS5 V) D7 9ETH Y, & MIEOHYS
L& E0F72FMIHFS L TWAHDIEDCLTH 59,

) AF OB B ZARZHREIE EE, 074522 LTHE0mg(F7 4>y
7L LClg) Z1H1IAL SHRICHEER L GEORSG T 2. 1TH 5,
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17.1 BERURSEICRET 558

(FULILF—HEER)

17.1.1 BRI SHER(FEA)

AT LVF—RRZICH L Ta Ty Y U $E10mg % 1 H 1R9:E [ #5-
L7k &0 %kéﬁxakéiwf—raﬁzﬁui) 1365.3%(32/49) Td - 72,
gl E H X536 H8fl(15.1%) 12780 & 1L 7z &I E H &, IR %66
(11.3%) . BRI, ﬂLn&W*‘rﬁ\ﬁwm.g% ) TdH o729,

17.1.2 ERNSEIAELEESER (A F 5 IV EWIR E UTHEBERER) (BA)
EEET VIV F-MaRE G E L EEREERBRICBWT, O
J % ¥ ¥ $E10mg (1 H 1) awn)wix x4 Y »3mg(1H20E) % 1AM S
L7z & & Ot eiier s (h bl L) 132 1 2149.4%(39/79)
£ 45.8%(38/83) TH - 720
Bl VB F 210080 7460 (7.0%) 12 ;{J B b7z, BIEH X R 546
(4.0%). 2 E2061(2.0%), B &R P, WK K 595 25 %160
(1.0%) TH - 722,

17.1.3 EASFIELEER(TS ERRUT MF T VT IVEEZE

B & UretbaEtsg) (RRA)
EEET VIV F MR Ry G E L EEREERBRICBWT, O
%Y 5E00mg/H). A b F 72y 7 VEEE( P F 72 LT
2mg/H) & %\ L7 T R Z2MILG L7z & & O afiE =g (h
g EL E) 3T 5 Y B4 9%(56/102) . 7 N F 7 = v T < IVER
HET55.1%(59/107) . 77 £ R#E39.1%(27/69) Tdh o 720 T 72, SEIE
RATTH(C L » RIEME Bty B BNE ) EK, BRER) O
L & O 5238 % CUZ P IERE) 02 b %2 THRISR L7z,

G n (m *l;ﬁ;%) R Jeigee
Ty (gé; 248 |aa i e o
i I T

¥1 D FIEROBEZ+++ 13, ++:2, +:1, -1 A7 L L CTAEILAZAT T,
W2 GaEA AR L Lok BfbRoE(us sy Yy - bF
7 x 7)) DIS% TG FEIX ] (95%CT) % 1t L 720

EIEFE 103614126651 (25.2%) 12788 H L7z, ERBEWER X, IRE1461
(13.6%) . g 361 (2.9%)  MHEEFR . 5 OB OB B I A %261
(1.9%) % TH - 722,

17.1.4 EASENHELESAR (U MF IV ITIVBIEEWNRE U e
sHER) (MR
WEET LV —aREr R E L ZEHERILERRICBVWT, 1
Yy uy F@3~6%: 0TIy YL Chmg/H, 7T~15/ : 0 J
&Yy LClomg/H. L) HDHVIET N F 7 = v 7 < IVERE (3~
6%y NFT7 e LTl 2mg/H, 7~15 7 N F 722 & LT

_3_

2mg/ 1) % 2B 5 Lo ABFERA 2 75 (L L2 &581E St &
M. SRINZ 9 R OG-l f O 520 1 GLE k) o2 ke %
THRIZR L7,

. EW PR -
245 5 Rl vdacd
BT | omeme) | Gmikse Sem
. 7.08 ~2.53
7Y % 09 (0.25) |zt -0.39
N 6.36 -1.74 95%CI @ -1.04~0.25
ThFT=s (0.22) (0.26)

W1 BIERDREEZ +++ 13, ++ 12, +:1, -1 0lCAa 7 LL TR LA T,
X2 PSR L O & LA R Lf:éiéa‘%ﬁc FTIC LD BlhiEoE(m T 5D
Y= N F T )k ZD95% TR <95%c1> EHEM L7,
B 129661 th 1261 (12.5%) 12786 & 720 T2 BIVEH . MEHR6HI
(6.3%) . BEIE261(2.1%) % CTdH - 722,

(EME. HERECEE - BERN. HEZSEE)ICHSZ5E

17.1.5 BRI SHER(FEA)

2% CAMBIZH LTI 5 Y Y EEl0mgZ 1 HLRISHA M G- Lz & %
DIRAEFEN T CHRILL ) 1387 4%(76/87) Th o7

Bl 139260 H 1061 (10.9%) 12 78 @0 & L 7ze B IE. IR 4661
(6.5%)  fBR2IE3BI(3.3%)  LEGEAPIE., FEEE M. T KL O
FLRIED K160 (1.1%) Th - 722,

17.1.6 ERNE MALLESAER (X9 IV Z/IRB E U e EbBEAER) (RA)
BYECAREENRE LA ZEERERBICBNT, v 55 Y ViR
10mg(1H11al) a%z) WiEAF S Y »3mg(1H2ME) 27HB#HS Lz &

D ftt MU E (PR YGE DL R) 1Z 2 N2 71.3%(82/115) £66.7%
(78/117) TH > 72,
B AE 11960 f1261 (10.1%) (2528 5 N7z &8I /E . IR &8HI
(6.7%) . T1i8260(1.7%) . BRI, AHITE, EHATELTEO D
5 A - EIFHELB(0.8%) TH - 7227,

17.1.7 EASEIHEEERRR(V 12— RISERRUOT NF TV T
IR IR & U FeEEBREER) (RRA)

BUHECAREERNRE LAEZEERERBEICBNT, B 55 Y ViR
(10mg/H). ¥ N F 7= 7<VlE(r b F 72> LC2mg/H) H
HZWVWIEYa—F79ER(m55 Y e L Clmg/H) 28RS L7z
&2 A, BG2AE% CLI LR O gl (P EYGE D) 1,
ZFNENG0.5%. 62.1%., 43.8%THh o/ (uF 5T v e v F7 x>
mx OO SHEEMLS . 4%, 95%i A5 HEIX f17.4%~29.3%) . %

v BEJEREIR A 3 7 O F Rl e O 5- 2308 1% GUIE R 1R RE) o2k
% | RITR L7,

ZyRaT
o - g AL
us ¥y 128 <égg> B
FrFTY 124 ((1):82) i
Ya-F7oEE | 80 0.0 o
FEREA T
EEZCR a <ff§§f”%> e
EE AN 128 <égg> o
yrFTzy 124 000 i
Yaok7EE | 80 0.on o

# 1%5#3’@\ EPEOREER ZNTNA++ 13, ++ 12, 11, =105, -1 0lCATT
LL7z.

BIVE R 1286172761 (21.19%) IC7BD b7z, LR gIEM L. IRE17H
(13.3%). HF V- V5L HA - 55D &K, [TBEN BRI K2
(1.6%)%TH - 7%,

17.1.8 EN—AZERRER (FRA)
Wz - IR BEZ)EEICR L Te Ty Y v El0mgx LH1RI7H
M3 L72 & 2 OR&E r»ﬂi(ﬁ;ﬂu [)1361.0%(161/264) T& - 72
IR 1228451 /220 (7.7%) 1270 & 7z BIE R &, R &156)
(5.3%) . BEIEABI(1.4%). 1E3F(1.1%). . B2 V. 54
P T OB RAIRDS 161 (0.4%) TH - 722,

17.1.9 EASE IELERR(I MF 7V IJVIVEIEE IR E UTc
sHER) (VR
REM R Z )N ERETHALT PE - 2w Re L8
MEEHRERIZBWT, 098 R4y 7@3~6% 055>
&L Thmg/H, 7~16 054 Y& LTl0mg/H)HHWid7r bF
Ty 7NV (B~6% : r N F 7 2 & LTl.2mg/H, 7T~15/% :
FhF 7yl L Cmg/H)Z2LERES Lz, ZEZIFEAITHO
B G-pifit e O 5-2:08 1% CLidw kR o2 i x TRIOR L7,



o T o "
g 1| e | e S
L 2.50 ~0.51
nrres 101 (0.06) 0.08 |osEet 0.03
; 2.56 0,58 |95%Cl : -0.18~0.25
ThTT e 100 (0.06) (0.08)

X1 Z)FOREAZ ++++ 14, +++ 130 ++ 120 + 11, -t0ICATTALL, HE
XM OB & FHEEH)FERTT & LT,
X2 G RIE R DR & AR L LA TIc L Y. BB oE(RS s Y
V= N F T 2 ) & D95%T MM HEIX ] (95%CT) & F L7z,
FIVE L1016 445 (4.0%) (278D &7z, EIERIE. ALTH N & O
ASTHIMAE260(2.0%)«  y-GTPEAM. R AE AR A 525 T OME R S
Z1B1(1.0%) TH - 727,

17.3 Z0fth

17.3.1 IERMUIEE: - BIRIERENICH T P RE
07y Y VIRHBOFEIEL T 7 RIRAREEEUL, a5 Yo
JERE - BEWARERE ) IO 2 BT SN h o T2,

(MR A 22 (2001) 2 % 128y I 2 TORFATIVESEC X 2 H5HsE
BIRREIC R IZTHEZRE L2 & 854 Y v 10mgh 20mg™ 5
FEDIEAT T T T v R 50 L FREED e <RIBS AR 12 22
5.2 hdpol®,

Q@)iBAEMET LV F—MEREITH T 2 “EERILEFEBROMKBE, us sy v
10mg (103%1) DIRA DO FEBIE L. 7T LR (706)) & FEETH - 722,

@) e AT 2 (1661) 2 R RIS AR E CORMEZ KLz &, 0T
5 T 2 10mgf 5O ARKERTIE 7 7 v R G L REEN 2o
72 (MEANT— %),

(@) R AT 1% (2061]) & K R H —F v b ECo BB FEREEICRIF
TREZBEI L2 &, 05 % Y 2 10mel 020mg™ #5515 0 i fE S
37T ARG E A EEN R L EERRINCEEE S 2 o 120
HEAT—%),

(B)ZEFE ATy MR ORMALZESIE SA Ty AB) 2/ RIZT T4 b
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