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HR7E4 T8 2 8E100mg T8 2 8E200mg
L~ |BEREHR ALV OREF N A 1SRRIV OB ) L
ARG 100mg 200mg

IFtilu—A, EESZ B, ALFoary,
ANAT—=ZAANT I L, TVX) VEHBI AT,
wAEl |BbFy . AFTU VBT TRV TA, B REFY
Fu¥itiu—R, Ao —R(BREY (7 :
2910). D-v>=F—JL

3.2 REIDHER

HR7E4 T3 > $E100mg T8 $E200mg
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ORB KUIR S DIRDIRIREDEE
OFR BRI EDOFEAEHNH

5. MEENIFRRICEET FER
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5.1 AENX. FEBEREOSMEIGEO A TIIHEAEGICE
BEEXLLTVWHRIEBHEICOAKRET S L,

5.2 AFNIFIA U - THRFEEZ BRI 2BHITIX R VWO T,
AN SRR REIEP R U ZGA RIS CCHE
WRAREBEEAZEASES L, BERICZOZ L 2B
IR L THBL 2 &,

6. FERUHAZ
(BETANAB IO TADAICHES EBITHIREEDEE. &
TRB K VIS DIRDERIRREDBE)
EEIHRNLTO®S LYY LAE LT40~1,200mg% 1 H2
~3ENAT TROK G 5.
272U, E - BRI CHEERERET 5.
(FEERRIEDFIELHD
EEIHE AL 7O b Y4 E LT400~800mg# 1 H2~
3ENCF T TROBRE T %,
B, Fiw - ERICSCEEERT 2, IHEELT
1,000mg % B2 AV &,

7. BERUHZICEET %2

GRRD L VIE D DIRDIRIREEDBE)
NILTOBOERS LS 2RO BRI T 5. 35E[M
P EoEHFERICOW T, BN OEKRRE CHEZ LY
FrRFELSNTVLEWY

8. EEREANEE
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8.1 BELIFEE (HE5MH6n AURNICZW)AHobh b
ZENHBHDOT, HEMEA6n AR EIC A ERERE
EIORE, BEOREEZTHICBEI A L. TDH%
HEAFIXENICFREREZITO ZENET L,
[11.1.1=8]

8.2 B7 VETIIEZ O EHBRELHSDNEZ ENDH
DT, EHINICTY VEZTEZRIET 7% EHE2 50
IIT5 2 &, [11.1.28408]

8.3 EAPIIEHMNICBHAERE., MRRELZITO I EHNE
F LW, [11.1.3. 11.1.58H]

8.4 IRR. FET - 7] - RAVEFRNEOETHIE 5
ZENDHAHOT. RS HOREICIIEHHEOERESS
% P B OIBMEICREE S 2 VWL TEET S &,

(BETADPAB IV TADAICHES EETEIREZEDER)

8.5 MBI 2 REEOAMZED W LEEDHIEIC
K. TAPAEBRESHSDNDZENHZDT, ¥
Exrikg 28841013, BRAICEBT AR EERIITS S
k. [9.1.4, 9.8.2%M]
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9.1 GHIE - BEEZEDH D EE
9.1.1 EYBEIEDEHMEIFEDH D EE
9.1.2 BRENDEERUBERIEDH DBHERUERD DR
DIRIREEDEE
BHRENLEZRSEBPENT 28TNDH 5, [15.13H]
9.1.3 RRY A JIVEEENTHONDIES
DT &s>mBEHIIBOTIE. REHRSHICT I BOW
LEOMBEEREERTHEEDHIC, KFREFIZ, TUOEDT
EOEEERL., +0RBEETH> L, BEELET
EoTELSHS5DNEBENTH 5. [11.1.28]
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9.3 FHHEEREEEE

9.3.1 EERFEZENGH2EE
BELRWZ L, FEENELSDODNBFENICERDBZ
nNdH 5, [2.128]

9.3.2 FHREE=ENX (FZ DEIEED H 2 BE (EERLRATEE
NH3BEEZERL)
JFHSREREENSRS H o DNEBENIDH 5, [11.1.15H]
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ST OVTHFICHIA L. AFOFEHEY) TH
LNEEICHNTT S 2 L. REITREEEIZD AT
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RhEBEVEHKShBIEAZRE, 5LV L,
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HIB I G5 & L T2 WL EDBRNFAERE D D 5,

(RhEELE)

9.5.4 Z“ABEMEIRZHE L-BH ORI, REIDORS %= TR
MRS SN FIPIREEL D 20 EOBZENFAERS
BHO. £z, KEORSE2RSsNBEIC. DEPRE
RIEEDDEHFERZIHIE. OB, RETHEONEDTE.
ZFoMOBHEET A REHELEORESH 5. L7,
WA OB (REESZE .. WAREER . BREFE. B<EV
AhiE, HWOB%) 263 5RZ2HELZEOMEDSDH
%, [9.42M8]

9.5.5 HIRFOHTEGIZ XY . FERICIFRES, FEE. K
T4 7)) =4 VIE, RIEE. GBS (R #
R, B, BEH)ENH5bNEEOWEDTDH .

9.5.6 BN TEBSI NIBEMEICBWT., HIRFICHTA
DPAEZBREINT-TAPABED S O HAIR2246 % %t
RICOMBFOHIREIEE(IQ) [*F91HE (95% EHEX[H) ] % Hek
L7-HER, RAZ2HREENZTADPAREP S OHERD
IQ[98(95-102)1i&. & bV F[108(105-111)]. 7 ==
b 2 [109(105-113)]1 AN EE > [106(103-109)]1 %
BEENTLTAPABREP SOHAERDIQE H#E L TR
Dozl DBENDH S, 7B, AFOHSEH],000mg/
H (RRFZRIC B 1 2 5 fl) RO 35412 [104(99-109) 1.
1,000mg/H % #8 2 %35&13[94(90-99) 1 TH > 727,

9.5.7 W/ CTEM S NIBEMRICHE W T, HIRFICARA %
BEIN7-BH D 5 0HAERS081E. Al 2HKE5EIhT
Wi WEE A 5 O HAER6S5, 1076 & Hk LT, BEEER
FEY AT DBEDP - T EDOMENH 5 [ABNY - 2.9
(95%fEHEX M : 1.7-4.9)1%,

9.5.8 IMER (T R) T, KEDVEBRR#MZEEL., #
EROERUEDTHICEET 2 HENH 2 EOHMENDH
%%, [9.42R]
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=B PAVN EREAOHERELR FICB TS 7070
(E4TAD HIAERET 5P|V BIEADEET %,
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FFRE L &b IC AR EREENS 5 bNEZENDH 5, ) FEBUHE SRR LR E 2 5T,
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1.3 Bm . FREIREE. RMBRHA. BERMN i RAERNC & 2@ R AR IC & O R (R,
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11.1.8%&;@}?;?)5\ SRAMERRAEIR. IN—F VY URREIR (W T B TERIN AR 2 E20EROETADP AR B
LA ) . 3. ThArh. BEEBSEEHRE L1907 T 1A h
PRAMEREER & LTS, REEEE, SERE. HF, ﬂﬁﬁﬁ%%ﬁ%ﬁ@*ﬁgﬁgﬁl:fb"?g%ﬁﬁﬁéﬁl}ﬁx&‘ﬁg
MIRE T BARSURSN DS DN END L. —F > IO AN, AP AEDRART S & KB &
VY RRIERE U CRRILISIRI, EH, 55 - SMTRESD Hot U CHRI21578 < (T A A A SEIRFIRE | 0.43%. 75
BEDNDILENDS, b, THEDIERNFER L7 RBE:0.24%) . HTADAEZORABTIX, F7v R B

TRPILE S 3 EAZH~23 ATEAL TS, EHALO00ABED1.IAS L EEHE S N7 (95%IEHIK

11.1.9 1&IEHRIARAE (SEERER) 2 0.6- 72w TADPABZEDOY T/ L—F Tl
FRESED SNFIHAICIZRES A PIE L, )7 0E 5. 101 250
Iy o e
11.1.10 HFRTIVE Y TEES D IBAEIREE (SIADH) (5 16. EAEHRE
RER) 16.1 Mo
&5 b AMNE, ERBEME. RAF> M) 7 L2BOH 16.1.1 @RS
. BERREDS D 5 b IBEICIE. KIEROFIIRED R8I 7% > 8600mg (200mg % 1 [E138) % BiEE (144 5
BB ZITS T & L7z & & QIEH/NL OB E OHER R OB BRE S5 2 — 5
11,11 RIEMERGSS, SFBEERIERR (V3 1 R ) BREFOLBDTHo77. [16.2. 258
Bz, PRIRRIEE, REEDRO SNZHEITIE. EP DI <u%/OmL>

MERXHR. MERCTEOME 2 Ef T 5 &o MEMEM%.
IR R SEDONBEIC3RES 2L, BIERE

50 —e 5%
FLE VHIOBRESOMEY) L MEEITS 2 & BERS

11.2 ZOftOBIEF N e
S%LLE[0.1~5%F | 0.1%Kih | SEAH &
BN E it
. %, /MRS 5
BEET. 7«
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fGHR [k, . [BHAL  [RE. oxu.
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TERRRANIC BRI S L iz &  OFEFRENT X —%

tmax Cmax ALJCO-oo tl/Z CLE) Vd

(h) | (pg/mL)|(pg-h/mL)| (h) | (L/h) (L)

0.2 | 59.4 94 9.54 9.67

& S T +236 | =2.07] 07 | £107
. 3.46 | 50.6 868 7.92 9.09
BEBRG | )60 | 4.2 +195 | =1.78| 08 | so.m

) Vd. Kelk hEH

16.1.2 JU7SVR
NLTaBEORINERZ100% ERE LIz &, 2BV 7 T2 Ak
HLE R (16~607%) T6~8mL/h/kg. #EINNETANA
BE (3~16/%) T13~18mL/h/kg& D LA H 57,
NEABRETIE. 285775 AIRAEZE B WA,
BMOr V75 AMERT 2 LE0HENH 57,

NV FOBOLE 7V 75 AZEICHFEG Y 75> A LI
EHEEAROREEZZ T 551,

16.2 ORI

16.2.1 NAFT7RASEUF ¢
NLVTABEDONAFTRAFE) T 1 BAFEOEVICESTH
100% & D LA H 5V,

16.2.2 BEDRE
RSB 7784 > $E600mg (200mg % 1[8]388) % 2SR &% 'R
BICHEREORG Ui & &, ZBERES EHRTERES TR
P EEB R P CraxDERZE TR, toaxDERLEREPRD SN
727, [16.1.1208]

16.3 9

16.3.1 {FHEB~DHH
J v MZUC-N L7 afgF h ) 4 (100mg/kg) ZREORES L7z &
&, B5307 B OB OIHIEE > /NG > FEE > KRG > B
> fii > i > DV > BAL> BOIETH - 7212,

16.3.2 MR — MEEPS @&

FARBTO I E ARIEE B ZIFIC N LT afEF b Y L4 (600~
1,600mg/H) ##%5 Lz & &, MMEEIE. mMTEPRED6.8~
27.9%TH - 1=,

16.3.3 [N —FAEEEIPT @&

RO TADPABZEAFNNL T O F b Y7 L (600~1,200mg/
H) ZBO#5 Uiz & &, BEMPEER, BARnSErREo]. 76
TH-o7219,

16.3.4 BEBADBITH
BAM O BE2NNV T afE ) b)) 7 4 (1,000~1,400mg/H) %
BEL-Ex, BIFEEIL. MPBED3~6%TH 72,

16.3.5 BER~NDBITHE
TADABEIFNCT NV Vg2 BOKE Lz & & BERPEE L.
MiEFBEDI2%TH > 7219,

16.3.6 EEREGER
NL7OBOMEEHAKERIZNBBETH O . RINFEHEELSB
X Z100ug/mLEL ETIHEADENT 2 L ofHErdH 217,
EABARPETLLGE. EEREBTIHRMEFBEEIETT
BEEZONDY, JEEARBEIERNLAVEESN TN 0N,

EAEER (n vitro)

NI

mean=*S.D., n=8

20 50 100 150 200
(ug/mL)
91.39 91.36 88.63 85.52 80.03
kA st
faer (%) +0.72 +0.20 +0.72 +0.74 +0.37
P#BEMEICL S mean+S.D.

16.3.7 HHekE
NIVTaEBEONFHEREIF0.1~0.4L/kgTH 0 1 FIFHIRasHRICHE
Y5 LOMENHBY,

16.4 X
N FaBOREIFECRE SN, B hTIREIC, Voo EEiE
&y BBt . okCwrBt2R I 52 ErREShTVSY,
B5 3 5 REBEROEE&IEF b7 a—L4P-450(CYP) #°10%. 7L
7 v BERER (UGT) 2540%. B-FB{EA30~35%IEE TH S
EDBREShTNBY,
4-enfADERRICIZFEICCYP2A6, 2B6. 2C9%FHRAS. /N7 afig
D7V a Y EREEOERIIZUGT2BI FEASEE T 52 &
FESNTWBEY (n vitro).

16.5 BEtt
TR A 6M % RRIC T /8 Vg2 600mgB R O#K S Lz & &,
FRAEEAOBHEHE 33 555H DINIC B 52 05960% (V)L 7 a gy
B)Th-o7c. RN EIZ3-ketofhd LTHRtS N, IRV
ago sV a ek, 3-OHA, 2-propyl-glutaric acid.
4-OH{£, 5-OHfE. 4-ketoff. cis-2-enfk. trans-2-enfADJET
HO. KEAE, 3-enfk, d-enfkiZiFE A LHRES s 5722,
B NV TUBEOREEDRBPFEERIZ]~3% L DL H 52,

16.8 ZDfth

16.8.1 BMMTEE

(BRECANABIUTANAICHES HIBITEIREEDEE

() BRI AFIEEIZ40~ 120pug/ mLEHE SN TV S0, FEOME
BH0. ZOTRRIZS0ug/mMLERET %L ERIZ150p0g/mL
ETHHELDH D,

(IR B KUE S DIRDBRIREEDAE)

() ARy M AFEEIZ40~ 120pug/mLEHE SN TV S0, FEO#E
BHO. ZOTRRIZS0ug/ mLERET 2 HE P HRIZ1500g/mL
LIHHELDHH. SEERELZEHNE LTWwaizo. JREIKIC
MAEEE=%Y > ZIEBAETIR R WA, AH 8RR
KIREOEALN B - 12356, FPHLIZIBEMIREPBT SN VG
ABEICIE. REICRCIFEEE=Y ) V72TV, AERART
BHZENEFE LW,

(FEERFEAIEDRAEINE]

) BRI AHIEIC 2 > Tz, A M EEE=
&) 2 TIRAETIZ R WA, AR O FH BRI ERREOE(L
BH-oBEHICIE. PESCMPEBEE=45Y > 72T\,
FAEHBT L ENEE LU,

17. BRIRALAR
17.1 BMERUREEICEY HR
(BETCADABRUTADAITH S EBTEIREDEER
17.1.1 EWERRHER &, Oy FICk?)
ERICBT 22O —EEMRLEHSR 2 STHKRHBRICB T, R
HIRE TR, 301451 T OERRBAEDOM I T O LB T 57222,

A BR(ER G
DR B EOIR) | AR D/ FEIR)
2 TAPA 87.7%(128/146) 69.1%(414/599)
BATADRA 75.7%(28/37) 65.4% (134/205)
ZDff® 80.4% (37/46) 70.5%(189/268)

E)IRATNE. BULEE. TADPAICES R - TBIREE, BEMERIES
(IR KUIE S DIRDERIREEDAE)
17.1.2 ;BN S5 ER
KET, EHEREEREI7I6 2RI, NLTOEE, UFTLY
77 REJAMKRE T 2 _EHEMLEERBRIERES N, Z0
KRS, FHIHE (BRI RETO % < & B50% L k) ZR L
SEIEIE NV T OBEREAR%. U F T LBEA9% TH D, NIV T O
BEO) FILRELICT T REB%ICHNERICERLT W,
BEFERIIOVWINILV OB TEL R LALERIZ, BHEO
EIROATH -7z,
17.1.3 ;BN _EERHEEER
KET, VFILIIRIELRVWDH B WIEEBEMED 23660
WEEEEREICOVWT, IR 2HBICN L OB 0L E
BoES—EEREERBRIC LV RE SN, TR, EEE
SN IE B T & 2 BR Rl R E R A R PR EOZ L OE &I N
L OBEET54%. I RBET%ENL OB TERICEN
TWizo TSR RBICHANLVTOBBETERICHETEE DSV
BEHRIIDO SN2 727,

18. FEEEIE

18.1 {EFHR
AHIDOEEGIC KD INMANGABAEE., I VEEOLEREEBIC,
o b= VREPEESNEZEDPBOOLNTVS, ThH5DHE
Eh S, KHOH TADAERRERREEZWE OIER Z /T L=k
HNOMFIROBEBERICE DS LHEEShTWEY,

PUERER I O R SR HAE O FAEMHI MR 12 D W T H GABATIRR (R
EEERAPHES L TVWAARENEZ 6TV 57,

18.2 ZIB{EM

18.2.1 BEFREREZ(CNT Z1EH
BRABBREH(TY A, Ty b, UHF), AN Fo—EE(T
Y R), ErabFoUoRE (v R), BEEE(S Y L), ERE
(T RA), RYTFINIY—VEE (YT A, THF), XXT
TA NEHE (<7 R) 2 HIT 5250,

18.2.2 2 TAHAETIVICH T B1ER
ETANPATT VOATFRER (L), BRERREE(T T R)Z2M
%[J-g—%)ﬂ%s)o

18.2.3 BHATAHAETIVICK T B1ER
A TADAET LOKindling & (% ) 2 ME14 23,
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