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(RERERAE D RAEIFH)

2.4 T UIITIR L T 2 TRtk & 2 ik (951 ZHE]

3. #AR - MK
3.1 #R
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SNV T OB N AR
20% [EMEC]

PNOVTOBEF N ) AR
40% [EMEC
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=NVT T = ALEW) .
AV AT —AF R
L BRE MK A R,
LT — A, K5
HpE. 57N 7 7 —
it 7, Rye=
VTV a— ) (ER45
A . XY AT
VI VR TR TN

3.2 WA DMK

Wres

AVIAvasli &l N RYIN i1 i3
20% [EMEC |

AV 2=l & al RN (1hiA
40% [EMEC]

HIH

AL

o3

Fie

4. REENIIFHR
OBETADLA (IREIF - BRRF - BHEEHRELSTICES
B1E) BLUTAPAICHSI MBITEEE (TRE - 5B

&) OihE

O s LU S DROIRRED EHE
OR SR FAF D FAELH]

5. EEXIIZHRICRHET 2R

(FEERRIEDRAEMH])

51 FRHFNL. FEHEIEOLZMENGROATIIHFEGIC L ErY X
L TWAEEIZOARZEGTHI L,

5.2 ARHFNIIEHL L 7RI % 4R IR 3 2 HA TE R VWoT, KA
S CEERRISVEDSSEBL L 223 1 I LB U CHEI SR E R R
FEHESELZ L, MO L2 EFICHICHAL TS
Lk,

6. RARUVAE
(BETAPABEVTAPAIH I MIBITHEREDAERE. BRS
LURS OROBREDAE)
HWELHE VT U B ) 7 AL LT400~1,200mg % 1 H2~3[H]
(2T TROEST 5o
727U 4R - ERICIE DB RIS %o
(R B RAE OO FEAEHDAHI)
MWHLH R VT EES B 7 AL L T400~800mg# 1 H 2~ 3
(2T RS T %,

B, AR - AEIRIZIS DEERKS 5%, 1H& & L T1000mg%
AN L,

7. BERUHAEICEET 3 EE

(iR 5 LU S DRDOERIREDAE)

NV T OO EIRB £ OB Do BREIC T 4. SHEBIDLE
OEMHETICOVWTIE, BN OKRREBE CHER 7 v A
f%_gnf[p&\,d), 2)0

8. EELXEXNEE

(GhEEHE)

8.1 EELEE (F5WH6» HUMIZZ ) b bbhb L
W HDOT, 56 H AN EMR IR 21T % &
BEORELTICBET L2 L, 20H L EHRIE SN
FEREMAE 2479 Z D2 E Luvy, [1111 2]

82 BT vESTIEAZM ) BREENHOLDONLI ENH DD
T, BT v B THEHEAMEST A2 2 EBE Y 5T 2
Lo [11.12 =]

8.3 L H T EII A ISR B, MR AT ) SN EFE L
v, [11.1.3, 11.15 ]

8.4 lR&. &) - £y - HEBIRE NSO T AR 5 2 &8
HDHDT, AHIFG o B 213 B BYE O TS G % Rk ) B
OFEICHEERESE R VWE I EET LI &,

(BETAPAB IV TAPAICE S MIRITHREDLE)

85 HWHHICBIT2HGEOSMAWMD v LESORIIZLD,
TAPAERRERD 5 bNEZ ERHLDOT, 5% 5
WaZid, A llilmd a0 SHEEIT) 2L, [914, 982 &
]

(REERRIEDORIEMH

8.6 HHEDHWEFTNOLEN %L ol b—HAK O % H 1k
L. BGHEOVEEICOWTHET 5 2 & JEROUEEDED
SNBWHEICIE, BREBEG R LRV &,

9. BENERZEIHBEICHTIEE

9.1 AHHE - IEEEDH 2 8%

(heEE)

9.1.1 EWEBEOEREFEDH 3H8E

m? ;gﬁﬂ@%&&@ﬁﬂﬁ@@i6ﬁﬁﬂvﬁﬁﬁﬁ®ﬁ&
DS
FR N AR SBIELT 2 BF N0 5, [151 SHE]

9.1.3 RFEVAVINEEEIEHNDIEE

T L) REEIIBWTE, RABGATCT I/ BOTSEom
TEEET L L LD, KRG HIE, 7y E=THOEEIE
BL., TORBSgET) 2L, EELAET YESTIMUELND S b
NBBFNDDH D, (1112 ]
c JERAHORES L < IZERARHOSEOBEEDH 2 BE
CRFEH A 7 IVEEE IR RAAOAE CORIERED & 5
&

(BETAPABLVTADAILHED MIRITHREDAE)

9.1.4 EHE

P52 hIEd 2881003, HmAIlET 5% SRR T A S
Lo [85 BE]

9.2 BigcEERE

921 BigEEZERE
EHEAROBETHOERNICL ) . GHERSEYREN LA+ 28
ENDH 5,

922 MEBEREE

MHENTIZ & 2 ARF OB R EARBATEO I & 0 RSy
EEMET T 2BZNMDDH D,



9.3 FHggEEERE

931 ERELIEENH28E
BTG LanZ by FEEEDHR &5 bNIFBENIC R B BEZ N D
5o [21 BHE]

932 FHEEEEEXIZOREENH 28E EELFEENH S
BEEKR])

TR EATR H S bR A BENDH B, [11.1.1 BH]

9.4 XEJEREEF T HE
RS 2 REED S 2 I AE T 256 121%. RHNZ L A -E
TEHEZ O WT T L. AF O HASEY)CTd 5 A HEE|2H
W3 %2 &, RETHRGEEIZD SN TS, [954, 958 &
7]

9.5 1T

(FEBREEORENTD

9.51 G AZIFIR L T 2Rtk & % RIS iE, %5 Lawa
Lo [24 ]

(BETAPABLIUVTAPAICEI MRITHEZDARE. BFS

LU S DORDIBIREDEE)

9.5.2 MF XAZITHR L T B TR D & 5 iz id,
BhawEHIE N8 %KE, 5 LanwI L,

9.5.3 RIS R &2 S AR 2559 24, WHEZR R HAkE
S35 ETE L, O TAPAF FFIZH V<Y
V) ORI, SRR AT B0 N L7 B AR Hal 5
L TE W E OFEFIFHEREDR D 5,

(hBEE)

9.5.4 A EMENE A HE LB oIz REI OB & IR
LI NBIDFREL D L v e oEFENHERESH ). £
72 REIOR G % 25 S - 8IS, DERBIRIBSEO.LGTER
ZieiE. O, RETRSEONESTE. TohoFEEHT S
WEMELEOREDD DL, T2 FEOEH (RIEIRZEH,
WHREER . SRR, R EVWARE, H0WOES) 2350
wHEL- LW H 5. (94 BHE]

955 MR OFEGIZL Y, BRI EE, FEE, K77
) =V IE, I, GRSEREME (hRE ., BER, R
) 25253 5 b s & OHERH 5,

9.5.6 /LTINS NABERIIFEIZB VT, HRPICHICTAD AR
G ENTADPARE DS O HAER2246) % 1 R 165K O M
RefeE (1Q) [FI9fE (95%EHEIXH) ] % Wik L 7= 5. AFl %
BEENLTAPAREDSOHARDIQ [98 (95-102)] X,
FEMYF [108 (105-111)]. 7= bFA > [109 (105113)].
K<Ly [106 (103-109)] %35 SNz TAPABED
SOMAERDIQERIR L TR oL DIERDH L, HH. &
F O 5-=AH1,000mg/H  (RIFZEIZB T 2 Hhdefif) K OA &
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]
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ROBWER DS S bbb 2 LD bHDT, BEE 52T,
HAFRD LN ARG 2 Ik 5 7 Y R ALE A 1T )
Eo
1.1 EXLEMER
ﬁ;1§ﬁﬁﬁ%wiﬁaﬁﬁﬁ\ﬁﬁ‘ﬁwﬁ%(wfhéﬁ
AN
L L QICEAMAEREENHLDONL I LD L, (81,
932 &)
11.1.2 B7 > EZT7MEZFS BHEE HEAH)
[82. 9.1.3 =]
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FERIERR S (WIS HHEEAH)
(83 2]
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BHIEANHH)
11.1.7 BEEEREE HEAH)
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T, EIEHRESDH S bNDL e H D, S—F v UEERE
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11.1.10 HFRAKIVE > RNER D BIEREE (SIADH) (BEHEAH)
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192 &,
11111 EEMMR. IFEERMME (31O HERE)
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13. BEHKRE
131 fER

FAEKC BRI X 2@ EIRANC &) Bk (IR, ERE) |
FRAE IPIRIH], 5T | = 7 E . ANKEE Ak 2L 7Bl
SNTV D, FHETIIRTH I HE S N TS,
13.2 &

TH R AT, RPE R RE S L To, BRI
U CHERMEHET . MEET 21790 T a¥y X ORGHIHET
Holt T HMENDH D

15. ZOMDEE
151 ERRR{ERICE D <15
WL CINE S N ARH 2 G LB CTAPATICIBIT S, TA
WA, FEMERSE LS E L721990 7 b R R E RSB O
FRERICBOWT, HREE M CHBEROFEEHD ) 2755, JiT
ANAFEORMEETT I LR ML L THR2EE < BiTAr
ASEIRHIEE £ 043%. 75 BREE 1 024%) . PLCTADAFEDIRA
FETIE, 77 RBEERI000AH72D ISV EFIH SN
(95%EHEIX [ 0 0.6-39)0 F72. TADABEDY 77V —FT
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16. EMERE

16.1 MARE

16.1.1 B[RS
FEHERSASBILZ /v 7 a RS N ) 7 A5E600mg (200mg# 1AI3%E) % Bl 4% 5 L7z
& EOIF RSV T ORI OHER R Y BE ST A -5 BZUTOLB) Tho
7209, [1622 ZME]

(ug/mL)
60

o
o

e RERKRS
o—o ZERFIRS

o i B 1 =
3 8 8

o

0 T T T T T )
0 10 20 30 40 50 60 (8R)
BRI HRIE 145 L 72 & & o I i BEHERS

RN RS L7z & S OFEYFRE/ ST A —%

5%LN_EED | 0.1~59% A ED | 0.1% A ED BAEANH

I FHMERRA | I, 3 BRI
%, WM/MREESE
BEALT . k7 1

7N =7
JiE
HiFiRiER | EIR KR DL EREZE IR D T,
NN =N -
HLSE
AL Aol - WERE I gL T | RHOTE, I

BRI
H AR

5
Ji- i AST Lt & .
ALT k5. ALP
it
L] JiE
W B 595
WAIR A IR - $HIR MR, RIS
RS Aok S W L EREINE
CHBANE L | K 1 Sk b E2)
) v T EB R
‘F‘i‘fz)
Z Db BRI, S|, . E T ST
i ZEER IE . B AR

R, 70
ZF v

TED) SR LRI R A T & 6o
H2) AR OFGHIERI, WHESNLOWEDPD .

tmax Cinax AUCo t1/2 CL® Vd
(h) (ug/mL) (ug-h/mL) (h) (L/h) (L)
, 092 594 964 954 967
Pl zid
BT | 457 67 +236 w207 | O | s117
s, | 346 506 868 792 909
BRET | Loge 42 +195 178 | 08| Loa

) Vd. Kel & h&HH

1612 70752
NV T O EEOWINER100% EGE Lz L &, &8 7)) 7 F » AZIEAEFER A (16
~60i%) T6~8mL/h/kg. JHEN/INETA»AEE (3~16/) TI3~18mL/h/kg& D
WHH %9,
NEINERE TIE. 28277 7 Y AIMA L EE VDS, EERO 2 ) 75 2 A3
T¥ % EOHEDDH B,
PNIVTUBROEH 7 ) T T AEEICHER 2 ) 7T v A L MEEEAFKEGEOLE
T B9 1D,

16.1.3 £HFHESEHER

(1) /NJL7OEF MU L§ER20% [EMEC]
SV TOEEF B AHIE20% [EMEC] & 73 Y flilki20%% . 7 0 A4 — /3=

mean+SD, n=8

Ly enzitlg OOV TS By AL LT200me) M A SR A f B
LS oL T O R E A E L M5 BT 2 -5 (AUC,
Cinax) 2DV THERHINT & 4T o 72450 TR LW 0 SR ASHERR S 7212,

FEMFE T A — %

HENT A—F BENT A=Y
AUCo-18 Crnax Tmax T2
(ug - hr/mL) (ug/mL) (hr) (hr)
NV T TR N A
AEr20% EMEC ) 32351+73.76 24.02+351 035012 | 1410+4.04
T 2 ARE20% 332.10+73.07 24.02+314 036019 | 14.09+396

(1g¥¢5-, Mean=S.D. n=16)



( Y g/mL)

30 -
5y 34 VT TN A 8E20% [EMEC
" eIy > HIPKE20%
420
i 1g#%%5-, Mean£S.D., n=16
N
v 15 F
>
o
3
m% 10
&
5 |-
oL L L 2@ +
0 12 24 48
iR (hr)
HE Sy B 3RS

TSR EEEE ONZAUC, CoaxSE D28 T A — &1, WBRE ORI, A OFRBUA 5L - B
MO RFEIFC L > TR L THEEEND 5,

(2) /N7 OEEF MU LHIK40% [EMEC]
2OV 7 OEEF R AMI40% [EMEC] & 7784 Y flki40%% . 7 0 A+ — /N —ik(2
L Zheilg SV TulS By AL LT400mg) RERERAGIPEICHEE T lE
5L TR O NV 7 OB 2 llE L, 5O N2 EE NS A — 5 (AUC,
Conax) \ZDWTHERHRIT & AT o 7/ 5. Wi O AW RIS D HERR S /1),

Y B ST A =%

ST A—F BEING A—F
AUCo-1s Conax Tnax T2
(ug - hr/mL) (ug/mL) (hr) (hr)
AV VA=  NDR/FN
HE740% TEMEC 680.26 % 15842 4710630 | 052+031 | 1235+341
78 HREA0% 64505+ 142.71 4522+340 | 058+033 | 1200=3.05
(1g# -, Mean=S.D. n=13)
(pg/mL)
60 -
50+ o LT N AE40% [EMEC |
i Qe 78 2 K40 %
g 40 L & N A
N [ 1g#%5-, Mean£S.D., n=1
N
V30t
7
oS
23
e 20
JE
10 -
ol
0
I (hr)
I S SRS

IMSE P EEE I ONICAUC, Coax® 00785 A — & 1%, HBRE O R,
4% D BRGMEZ & > TRA BN D %o

16.2 IRAR

16.21 NAATPARNAFEUF 1
SN TAREONA F 7N FE) T 4 FHIOE I

16.22 BEDH
TEHER BB NV 7 S b ) 7 A5E600mg (200mg % 1Al3%E)
BRI G Lz e &,
BTt DA E R IERD

16.3 2

16.3.1 FEHNDS M
F v MCUC/ OV 7Ol M) A (100me/kg) & REIHES L7z &, #5305 101k
ML AN O 51 B > /N > > K > B > il > > Ol > S > B ONETH -
728 15)o

16.3.2 [ — REAFE:E M
AT O FE RS EH BN NV T a g R ) A (600~1,600mg/H) &5 L7z
& &L BRI X, AR D68~27.9% Tdr o 7210,

16.3.3 M —BEAREEPTEE M
HHRP O T AP ABEMN NIV T alEF 1) 7 4 (600~1200mg/H) % #&IO#%5- L7z
& & B IR L, BRI R D LTRE T o 7217,

16.3.4 BIARAOBITH
I o BH2ENZ OV TafES b v A (1,000~1400mg/H) %
PRI, LRI D3~6% T dh o 7218,

16.3.5 BERADBITH
TADABEIGN OV T afE) M) 7 Afie OS5 Lz L &,
HUIEEED12% T dp - 7219,

16.3.6 ERHEAE
2NV 7 RO M FIE A 21390%BTd ) o FIE iR EAB £ 2100 4 g/mLYL LT
AT 5 L O H H1W. 20,
ﬁ‘ﬁ'lilf*"$7) T L228a. *”‘lﬁéfz;@iﬁl

PR MK T L 2 v e ERTW A9,

TRHEDBRINAI% - B

L5 FH100% & DD B,
% 2B R OV R R
LRI T & T ARG TR E S O Cnac DA
25177, [1611 SHR]

Lol & BEFL

BRI R I

ﬁn’i}%*«ﬁrliﬁT?é LEZOLND

EHAMEFE (n vitro)
TRIEEE (ug/mL) 20 50 100 150 200
AhEAE <%> 91.39+0.72 | 91.36+0.20 | 88.63+0.72 | 85.52%0.74 | 80.03+0.37
T BT mean *S.D.

16.3.7 HHEH
2N T U RO A ERIE0.1~04L/kg TH V) |
Z)M?O

16.4 R
SNV TOBORFIAECR# S, e b TIERER,
IR w B L% 2 5 2 LG STV B,
BI53 2 RABEEOS AL F 7 a—L4P-450 (CYP) 2510%. 7))V 7 0 iRinf R
(UGT) #%40%. B -FEALAS30~35%FEETd 5 = L sl ST 50,

IR INRICA L 5 5 & OHE DT H

TV G, BRI w.

denfhDHERITIZFIZCYP2A6, 2B6. 2C95 FHEAS, /L T Uk 7V 7 1 v RIS &K
DERANIUGT2B7 5 FHATE 59 % 2 L i ST w222 (jn vitro) »
16.5 HEitt

TEFRBL NGB % 0 A2 NV 7 TR b)Y A5 A 600mg IR 4 G- L7z & & R~
DFEPEME IG5 H NI G EOR60% (NV T ORNE) Th oz RPN
El23ketofk & LTHE &L, LT NV 7RO 7V 2 0y BfA . 3-OHfk, 2-
propyl-glutaric acid. 4-OHf&. 5-OHfK. 4-ketofk. cis-2-enff. trans-2-enfkDJEHTH
0. RZALIE, 3enfk. denfRidiZ e A EHRIES N2 2po 7220,
BB, VT OEEORZE LA R EEERIE1~3% & @iﬁJ‘fJ‘

16.8 Z0ft

16.8.1 AH#hMFiRE

(BETADPABLIVTADAILEED MIBITERIREDAR)

(1) AR EEEE1240~120  g/mL & i SNT W25, SMOWMEHDH Y . 2O THRIE
50 4 g/mL%& /RWET % i 2 LBUZ150 u g/mL & 3 &GS 58,

(IR 5 L VB S DR DIRIRED AT

(2) AR IZ40~120 u g/mLE G SN TV 05, FHEOMENDH Y . D FHRIX
50 1 g/mL % RIET B #iG R LIRIZ150 u g/mLE T 2GS H 5, SMEIRGHEZ B &
LCwa7zo, FERIMIZMAREE=5 1) ¥ ZIE0ATIE 2 \WAS, RHI o R SR
FRRIREEDZALD B o 723560, P L 726 RE S N WA I21E, LEIDE
CifiHgEE =4 ) > 72 frv, HEHRET L LT L,

2 25)s )6

(RERRE A D RAEME])
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