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10mg 7S 75.0%. 20mg 7S 63.6% CTh o7, BEH LK OHKRBRAEMORZFITR D 6N T, 1 H 1[H
5mg, 10mg 72 6 NT 20mg &5 TOHF M, 2otk O HIERRIE S iz 9,
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1) AKFNOBERE, 7 LA —MRBRIIH L TEBEN TS HEROCHREL W, AL, = "2F L L
T1M5~10mg % 1 A 1 MR AOBET S, 2. i - ERICELVEEERT 5, | THD,

(4) HEE RO ER
1) BRI ER
OFEAEZ AT FH B SOERER

BIEERRE (R 56 206 ) %512, bmg, 10mg 72 5N 20mg 1 H 1[0 1 ##E S CTHE
FREDT O H G MR IEGEER N F e S 7o, R UCGER OWERIL 5mg #£° 67.2%., 10mg
BEDY 74.2%, 20mg FEDS 69.2% CTH VD . 10mg BEN @ - 7228 3 HERERICH B ZIXA LR -
77
2P 3 HEMMICEITRO b, AR bmg #F8 55.9%. 10mg #7278 71.0%. 20mg FEA
63.1% CTH o7, AFEEMNDLZEMED ET 10mg 2MEERS LIZE 2 5T, AFD 10mg L%
7RHETH D L S AT B IEERRIZ I 0rT 2 B AR HLEGABR O F & & L TIE 10mg 23R S 41,
COHEFEIMELE RO O EEHEORBENTHD LB LY,
WY LA —MEER (R 56 182 ffl) Z %4 bmg, 10mg 72 H NI 20mg 1 H 1 [7] 2 1 i
BHCTHEBREDTZ OO " EE RN i Sz, KR UEE OWERIT 5mg BN
50.0%. 10mg AL 42.6%. 20mg #E2N 48.8% CTH V. 3 HEMMICHEEITRO bR o7,
TERRBLEIAGILENEI 1.7%, 7.5%. 9.3%., BHEL2HE DL ERITENEI 98.83%., 90.6%, 88.9%
ThV., bmg OZEMENE L, AHAFIXENEI 47.9%, 41.7%. 44.2% Th>7T=, WERNDL L
Thmg U EORHETHENFHTE D LB LN, BREMEOFHBIZK VT, BIVEARBEE XA
BOBRTLLEBITEERLARD, bmg DEWEEMENTRR SN, +ORBZEENHEERE A THD HO
LEZIONT, KRN, AFIOHEZ 1 H 1H bmg b T252 L1324 THDL LW SN, @
FEMET LV — PSR T 2 BB O L LC 1 H 1[0 5mg 28R Xz 0,

) ARNOZERRIE, 7 LA —MERERICH L TERINTWD AELOHERT L@, AL, = XAF
LLT1E5~10mg % 1 H 1ERAKET S, 2B, 46 - ERICL D EEERT 5, | THD,

@ bR
MBPEZERRZ (g 5151 260 f) 2RI AH 10mg 1 B 1 BIR O b F 7 = 7 < L 18] 1mg
1 H 2E&E T, BEHE2EMO " EERRERE Ef L., AFoFHAERRO Lz,
WEET L —aRk (BG4 210 F1) 2384z, A% bmg 1 H 1EFEGERRT hF7 =
7 /UEHE 18] 1mg 1 B 2 [R5, 85I 4 B o —EEMLEGBR 2 £t L, F%of Ak
NRDO LT Y,

2) &M ER

BIFHRKE (RE56 88 #) ZXBRICEEMEORF 2 R Lz B 5EBRNERm S iz, Ak
LROREIAFIOEBEMETHS 1 10mg 1 A 1EERESN, S HEHRE S, KKk GE
FE DK FERIT 86.2% ThH > 7=, BEWIMAEICE X SEF T, BITER K OWERRAE R A O
HWHENGLS 2D 2 i3, BN TCMEE AT RITERD o Tz 9,

BT LV —MEER (RELH] 56 ) %Gl LZ2MEORGZ B E Lo R8G50 52kt
SN HEROCHERAROE#EHE THS 10 5mg 1 H 1[EERE LREIN.8EBKRE I,
AL R UGEE OUEZRIT 62.3% TH V| BEIVEM L OEERRTEE O 25 B 3IERD LR o7z 10,

(5) 8% - FEANHBR
LR L

(6) AEMEA
DERARERE (—REARERE. HEFEARERE. FRARBLERAR) . 2&ERFTERT —2—
RAFE. WERFTRERABRORNE
Off F AR A 1112
L MM ST SIE B O BIWE A R EREI S 1L 2.2% (147/6,813 f5]) Th-o7-, EREIEMAOEEIL. B
. BARE, 0B, BHE, OFNThoT,
N (15 R  « BN (15 3~64 5%) - @l (65 kLA L) BIOEIWERRBLE &I, /MR 1.7%
(6/352 f31)) | FYA 2.2% (112/5,034 ) . &lnE 2.0% (29/1,427 ) ThH-o7=,
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RIS HE B U7 BRI ERNITIRA 56 £F, 18 10 #F, BEAPR 9 15, milmE 1C 83 L= L7205
TERNTE AT 6 14, IR& 5, M 4 4F%, NRICRBLL-BWERIZIRG 5 4, B 11 Th
-7,

BEMEOPIEIZFIREIC L 2 BKHERFO 2 CEE FHLGE, &, O0WE, A2, Blho
5 Bef) CREAM L. B id CEWISGE +28) A MR R Uiz, ARhMER X5 6,707
Bl OUEFRIL 82.2% (5,514/6,707 f5l) Th -7z, FHHBEBBIOKERIL, 7 LAF—HERK 81.7%
(2,327/2,848 f5il) . ZHKIZ 84.0% (837/997 f5l) . 135 « FZJEHK 83.6% (2,009/2,402 f3i]) | FE&
71.9% (87/121 1) \ziﬁﬂ”&ﬁ“749% (254/339 f5) ThH -7,

. FHAGEREICBIT A REIIT 105 . HEDIT4mTH o7,

) AROEBINTWDIHELOHEIE M@, A, =2 F LT 1E5~10mg % 1 H 1 [FIfE
A#59 5, e, Flp - ERICE VEEHEET 2, | THD,

QIR % s AR AR
a)PET B 13

fEFERL A B 6 BIIICAA] 10mg T 7 vl 7 =7 2 v 2mg #HEEAIC 1 R ARG 5 2 8o
X FRER %47\, PET (Positron Emission Tomography) WA IZ X 2N 2% 2 o Hi AR
AR Z R L72, M E 22 I i /R EIRT, =A"RF T/ r72=73I0 80
A& (Dunnett i E. P<0.01) IZKfETH -7,

b) R RE R SR 19
fEFERL A BME 12 Bl =R AT /L 10mg, 72/ 7 =2=F I 2mg, 712/l 7 =73 6mg X
@7"??%%%&%‘% 1 IEI%XD%EEW%.S 4 MIORZ R ZIT, XA A :%7"%%\7&@%

I D F B SR E PRI E %ﬁ%&%*ﬁ%ﬁ L7z, 7 7tRERBEICZ R ATIVIFE R
REICH B % KIF éiﬁi))o 710
o)L XA R

TUNAFX—MERERBELOT LLX—ERROBFEEZRIRE LT, =327 /L1 H 5mg X% 10mg
Z 2 M (ATREZMEMNIC IV Cldm R 8 i) &5 L, LEXICKITTHE (QTec 0XH) : &5
B & 5% 07N 76msec B DIEBOAME) Ak L?‘_o

LNEE X FEAM (258 WJ) ES b\frn@nﬂﬂﬁﬁéﬁ (#5117 254 B, #&5 2 0% 249 fi, &5 3
~8 1% 133 ) | u\fr&ﬁ EENIRO ST, £72. QTe 28 500msec %8 2 HIEH 7
LR o7, ﬁ/}i LR (266 B1) T i EEE D QTe DILEAN 12 FlIZFRD HALIZ7A5, T6émsec
DOZEEE O 500msec Z#E 2 5 H D TILR D> T2,

NAPEHELTERFEOHANBRIEIERE L-AE - SBROME
LR

(7) Z Dt
[l P RS R R R
TNATVEE (B iasE) O " EHE MG 78 % O fRERREER 349101592 351F A EIC OV TO
AGBHRIZEIT DEMERIEIT 934 FITH VD . T Db DBRKKAITRD LB TH D,

e R
184 © AR 75% (277/369)
3% - RIER. 2. RIEE 5 FEE 71% (188/264)
7 LR —EE K
WENET LV — P g 54% (137/253)
A AT 50% ( 24/ 48)
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VI. BHEHEICEI HEE

1. EIEPMICEEH DL ARSI AWE
TEF AT UM, 7 =% Y 7 = F OV, ARy U, & T T = TV, £ T
YUV, 0T UL, AR R R, SRS AF LR, TP T AT
B BEOD B L AMOMEITDREL, BHFOBTRS VR CEEBBT 5 - &,

2. EBER
(1) YERERGL - 1E AR

AKENDOT VL F—INZ T 2 MGEERIZ. EREMTHL I L ARF AT L HRMEOE A X I
Hi S B/EEFER 2 BRE T3, $7-. @EECTe 24X I VIEEEIHEER L3R 5N (in vitro)

() EEEM 1T DR
Db AZ I VFERLEKISOMENER (T > k) 1819
T hOEHICE A I U ERTERET D Z LIV ERLSNDARRIBRITT H/EMA ZMa L
T2 HPixe A I UoRE5O 1R O®&R S L=,
TRZATF 1% 0.3~3.0mg/kg (2 THEKFI 2 AR IR 2 8HI1EH %27~ L (EDso: 1.10mg/kg) .
ZONINE, TNT7 = F T (EDso: 2.37Tmglkg) . AF¥ % (EDso: 8.79mg/kg) K7 hF 7
= (EDso: 0.73mg/kg) DENZEIVK 2.2 5, 3.4/ LKN0THETH-TZ, (¥ VI-1)

100 r .y
 80F
x
i3
m 60
i
i

40 F
#
E 4
%) 50l

FNTzFT
{ne=s)
0 T T 1

0.3 10 3.0 10
A& (mg/kg, po)

#rid RS SRR o
wERRcH LT s p<0.05 **: p <0.01 {DunaettDE FILENMEE

BVI—1 7 MIBT Dt AX I iR EE RGO Il E A
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ZEEIET 7 1+ 7% — (PCA) OMFIEH (E/LE> ) 1819

OHEF -
SEEELIZELE Y MIPUREZ G LT N AT NV —WREFHIRNE G35 Z LIC K2 80 eak
B Rk B R 2 et Lo, SEI3HRES o 1R BancR 0S5 Lz,
TANAF 0%, 0.3~30mglkg (2 CEFIRHICRT 2 H&KFNZ2MEIER %27~ L (EDso : 2.17
mg/kg) . TOMINEL, TT7 =T (EDso: 9.3Tmglkg) . AF¥F % Y (EDso : 3.08mg/kg)
K Or hF 7 x> (EDso: 0.05mglkg) OFNZEI 4.3 %, 1.4 FEKT0.02 (FETho7z, (K VI

—2)

e r
g 80F FrE72y P e -
ﬁ {n=5~6)
% 60 i L "
i
2]
o4t FL7IEYY
il
" (n=5)
(%) ARy

20 (nei~6)

0 T T 1 T T T T 1
0.01 003 01 03 1.0 30 10 30
AR (mgkg, po)
o BRI TN &
SEEEC M LT p 005 0 p <001 Chunnel (60 5 | B
MVI—2 E/AVEy MIBITLEBESELET T 7 1 7 x> —0MmiEMH
— Hilal$ 5 —
OfEHFe

TNAF 03 3mglkg ([ TERME AT 28HIEM 28 L. AERRIT 24 BEfFHe L7z, (X
VIi—3)

0 r
5 80 f.
§
w 60
ﬁ' . TR F, Imp/ig
7@ T (o=8)
! 40t .
1
(2)
0 eyt A% ¥ V7, (Omghy
IOMPKE  (nus)
O T T
1 6 12 24
EWixSEOBEMR (M)
S SRR L TR & AR
SHEABNT X LT p<C0.05, 77 p <001 (Dunpei D I RED

XVI—3 <E/NEy MBI DRESEEET 7 4 7% —OMmER
— EH R —
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FEBRIYT LAF —MERKOMEIER (7 v k) 1819

ZENEIET v M AT CRAEUIB L, SENZER%E, AREFIRNES L,

PURERIE 2 10 23 S DICAEP RO % 30 SrMSEN 23R L, &Y &0 it 9 2 SR 1~
DRI T HER 2t Lo, EWIEHURRER O 1 RRpncf o s Lz,

TANZAF 0L, 0.1~3.0mg/kg (& CRAFEEARIN M REICKTT 2 HEEFER 2 IHEMRZ7R L (EDso :
0.29mg/kg) . DX, T/ T7 =F T (EDso: 2.9Tmglkg) . A ¥ % 2 (EDso : 1.87mg/kg)
KO b F7 = (EDso: 6.82mg/kg) DOZiLZNA) 105, 6 5L 24 5 ThHo7-, (X VI—4)

100 ~
80 o -
& LHAFY
% (n=13}
g 7
a YrFEIz ¥
ﬁ a0 + (n=13)
% e
(%) PhiAdd
20 {n=13)
FurrtIy
(n=13)
0- T - T 1 T 1
0.1 03 10 30 10 30
AR (mgkg, po)

LSRRI TS S RN E
MEAECI LT s p<0.05, 7 p<0.0] (Dunneit DL HEHERE

MVI—4 T v MBI D ERKT L L X —MEE R OH VEH

b AX I v Hi ZHEFEHER 1819

OF/NE » MEHAEERIZE T % 8 A ¥ I VRN OMEIER  (in vitro)
TRAF UE 10uM (ARRERSRL) DBE T A I UBERIFEZ M Lo 72, = _RZAF 0
TEMHAH CTH DB L RAF 21E 0.03~0.3uM I TREEKRFMICIHEI L, & A4 2 v Hi 2/
PUWERZ R LTz, DL RAF D) (ICs : 0.12uM) 1E, T/ 7 =F P> (ICso : ) 4.8uM) K
PMAXZ T (ICs0: 4.5uM) OF 4015, 7 FF 7 = (ICs0: 0.0025uM) D) 0.02 5 ThH - 7=,
(¥ VI—5)

100 1
¥r¥E7z
(n=4~5)
80 I
% ALISAF
o 60 (n=4
mn FRI T
g w0t (n=4)
(%)
20 + A xRy
(n=4)
A F
—L {n=4)
0 T L L] L 1 T 1 1

0.001 0003 0.01 003 01 03 tQ 3.0 10
R (M)

FRIRBITHE L ERRE

MVI—=5 E/LEy FORMHKEREARIZBT 2 B 22 I UFEFEIGHE OIHEH]

.15-



@E/NE v MEBEIGERICE T S & A% 2 UERIEOMEIER (in vitro)
TEFF 1 &2 W0IE 5 43T, TARRAF T AH 2 VBRI 2 0H L7 (TR 5 0% 0
ICs0 : 0.14pM) , = AR F U DIEFERHM TH D I L XA F 1 0.01~0.3uM 12 THREKRFAIC
AL, e A Iy i BIREFER 278 Uiz (WERRER 5 0% @ ICso : 0.027uM) , 728, 2
DENF T T ASAZF 2 1M AR O [E R IR LV AR L7e LS 2 28 66nglg (T
HE) FAETDHIZLEED, ZRRF U THALNIZE AF I U RIGEMHEIER X, RGEAR L DA
VHaR— NIZZARZRF UL ORBER LD L ARF LD EDEZ LTS, (¥ VI

—6)
100 ¢
80 ¢t THAF 54
m ALIAFL SH (=45
E | (n=4)
P 60
o
s 40
(%)
20 WLSREY (S TIRF Y 1S
(n=5) (n:S)
0 T T T T T 1
0.01 0.03 0.1 03 1.0 3.0
BE (uM)
ERLRBREINE - AmRE

MVI—6 E/LE v FORHEIGIEAICEK T 58 A5 I I O 1EH

5)b A X X lEBERHIVEM 1819

ORMEZ v MEFEILE AR & OPURFE & A % I L EEESIVER  (in vitro)
TRZAF U 1uM ORETHIEFIE & A ¥ I VilEBEC T 2 IMEHWER 2 /R S 72 o 72 h3, LR
A F 1% 10~100uM & TR R IEER 2~ Lz, (K VI—17)

100 r
80 B [T
"
o O HUINEF Y
W {n=3)
g 40 | FLFrFI
(%) (r}i)-—"’*%
20+
T e ’!'}'(‘7*71‘/
O (n=3} o[ 1 1 L} n=2|)
1.0 3.0 10 30 100

WA (pM)

s S HER I P SR R
B L T p <005 "7 p<0.00 Dunnett D& AT

MVI—7 BAET v MERIEREMIE D OFURFESE & 2 2 X RO M EH]
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@t FRMIMAFEILER S Ofte ~ IgE HUikahde v 2 7 X lEBEntiEN  (in vitro)
TANAF AR, 1pM ORFETHE b IgE HUAFFE & 2 ¥ I VIEBHC B2 5 2R o1 hs bR
AF E, 100pM IZ THERMGITER 2R Lz, (X VI—8)

100
B8O
W
-
% 60 ~ -
ﬁ]ﬂ Pl v
£ 40 {n=3~4)
(%) . .
ERVIAR X S
20 bk ARy { n=3)
ZIAXRFY (ned~a) YrE7zv
(n=3) (n=3)
0 T 1
1.0 3.0 10 30 100

BE (M)

8 & HERR LS TP & B
SHERBHCW LT p<0.05, " p<0.01 (Dunnett D% EHEBE)

MVI—8 t hARWMAHEIEER S O e MgEHUATE I & 2 & I it o 1EH

B)ENEY NEONT v MM F7 b Y — MBI D REEERER (in vitro) 19
TANZF0F 0.15~0.3uM OE (ICsfl) TEAX I Hi KUk w b= 5-HT2 ZEEEEG D
PLEVEH 2R U722y, 2 OO BEFEA IR L CiE 1pM THE Lo 7z,
HVNRAF T, K0 e 242 2 Hn ZE RS OMEEMZ R L2y, £ OO BRI
%t LCid 1pM TRLE L7225 o7, (£ VI-1)

K VI-1 HHEZARRESIH D 1EH

e ] ICs0fiEl (uM)

RO TNAF HLNRAF
v X4 -Ha 0.15 0.023
7R U o >1 >1
7 RLF U oo >1 >1
F—/33 2-De >1 >1
o h=1-5-HT: 0.31 >1
AT Y >1 >1

% O OVEH
OfdEE e MRS HE L 72 THIE L N~ 27 v 7 7 — Y OKFEEIE~DRE (in vitro) 202D
a)Th2 % A 7O A I3 A 2 FEAIRIWER KOV T M yE Fe i fE A
TARAF Y (1~10uM) |, # L /32T (10~100uM) (F, Ht CD3 Hilk & i~ OHBHIE ALK 1
THIB S GEEE & b ORRYIM T HIRIC % LC, Thl ¥+ b A > (IL-2, IFNy) OpEAICEE L
FIEEST, Th2 Y1 " A (L4, 1L-5) OFEAEAEKRFHICME L7z, EHI1Z, = AF
YERVNATF AL & BICHEKFRZ T MBS sIER 2R Lz,
b)RAEVET A N B A v pEAFIVE R
TNXAF L (1~10uM) . B L XAF 2 (10~100uM) 1%, EFEofEMAE T Miled 5 LPS
FIC X D~2 a7 7 =Y nbORIEEY A M4 > (IL-6, TNFo) OFEAICK LT, HEKF
H 7 sl ER 27~ Lz,
o) T MR DA S
TANAF 2 (0.1~10uM) , H L NAF L (1~100pM) (X, PHA FR%IC L 5 T MR bEE S
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(2% UC B A 2 i fE A 2 7R Lz,
@OMKIZBIT D AZ Iy Hi ZAEKEAOEER (7 v h) 1819
TRAF U0, 30~300mg/kg OFEOFEGIZT, 3H-A VT I UHEAOEEMEZ R L, 100mg/kg
uk@ﬁﬁifﬁf%ﬁ)mu&)%hfuo ( VI*Q)

80
3H
A
¥ 60F
7
~
# 40
A -
(=)
[
M
% 20
o
(%) FATILFS

{n=5~6)
0 T T T T T T 1
03 1.0 10 10 30 100 300

A& (mgke, po)

4 0  ERI TAS & E
FMRHCHLT ** 5 p <0.01 (Dumett OB ELHRTE

KVI—9 *H-AEZ I DTy MMk 2% I VHIZBERKREEGD
FH. = H

@t A ¥ 2 v HeZBIRFEHER

Ak A¥ I UFERRGENAE (M= BFERENT H8) KOOSR (HeZFEKEZNT 5 )08) 12xtd 5
EH (ELE> 1)
T RAF v Imglkg OFARNEE 513, & A ¥ N0 K D RGEMRZE 2 1 ZF 5220 HH] L7238, BERIC

TR 52T, A I Ho S BEESERZ RS o Tz,

b)/%omﬁ IBTDLT 4~7 U v MBI T HER (7> )
F =7y MMEEICLY FiHEO pH X 6.8 75 3~4 [ZIK T L7228, =8 A F 1% 1~3mg/kg
DFIRNFHGEEAC T, T4 ~7V v M X DBMRPWTTEICEEEY 5 2 o1, —FH., VA
F VL 2~4mglkg (2 CTT 4~ 7 U v M X D RS Z B Lz,

@Ft= Y AEH 1819
FLEy MEHAEEKRICBT 72 Fra ) CERIGHE ST 2160 (in vitro)
i/\X%/ ¥ 10uM @/&ff??%/lx:t U UERRENME 2 IEIE T 1 LA TF AT EY R AE
AR onphote, (FVI—-2)

KVI—2 ELEy FOMEKEREARCBT 27 8 F L= Y CFHFENHE
R DME — & A IV RB IR ST DR & O bl —

ICs0fiE (uM)
g W ia U fEH | B A% Hi ZRIK 1/1
fHHEM
(I) (1Ir)
TRAF >10 >10 —
T VIR ATF 140 0.12 1167
TINVT 2 F T >10 1 4.8
AXHT 4.6 4.5 1
AN FT 9.2 0.0025 3680

®OHitre F=1EH
Yo b= B RKGERZCH T AEM (BT B)
TRAF 0E, 10mg/kg OFE N G2 TR b= FRRE AR M O IERAE A & OB R4S
OIMHIER %2R S Iino iz,

.18-



Q) iff PR LB 22)
R N B (12 61) 264 L Lk 2% 2 VB RENRISBRICBW T, =32 F > 5mg, 10mg
DFEAHEG- T, 8 & ORLEE 2 HEKARICHH L, 5% 24 EICBW TS 7 7 BRI LA E
WP L2 (Tukey M HE#E, p<0.001)

(3) Ve AR IRBFRT - Friehsfa >

TEFZEHIER] « B 54% 4 W] (B A 2 X T BUEUR)
TR RG] © B 5-1% 4~24 BffH] (& 2 ¥ 2 3 RN ROGRER)
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VI. EYENREICEE 9 I8 H

1.

M RED R
(1) A LA Mo R
LB L

(2) ERRRFER CHER SN M RE

1) B [a] % 5-
EMHAGY D VAR ZAF o DOYENRE SRR X T A —H X, VI-1-(2)-3)] OIEZSMR
(%) 2

T RZAF 0T, ROFG5%, PIRIEEDEZRLS ZT, 1ZEAERH LAZRF AR END,
R N BEIC = N2 T g (FdsE) 5mg (56) . 10mg. 20mg ™ KT 40mg ™ (% 6 #i) %
ZEREIE 1 ARk OG5, REWIETH 2 = X2 F 0%, 40mg ™ 5 1 BfE1#% 120 2 14ng/mL 3
HEanr-,

) AAOEZEIN TV EROHEIL NERE. AL, =A"X2AF & L T1HE5~10mg % 1 H 1 [ERA
B5T 25, 2B, Fln - SERICKVEEERT 2, | THD,

2) G - 29
R AN B 6 Blic o N AT LEE (FiEEE) 20mg ™ &2 1 H 187 HRIERE L-E &, T
@H%E CCARZBLRITIME R ISR S d o dz, EHMER I LA F R, 5 4 HA XY
FARRE L 220 | M 15 BRI CIK T L7z, 72, &5 7 HEO® 5% 24 Kl ¥ To AUC X
6,432ng h/mL T, #E# 5% ER KRR £ o AUC 5,418ng-h/mL & RSN -T2, (X

VII—-1)
(ng/mL)
% 400
i ] T +igMmsE (n-6)
# 300 1
l/ L
s 2004
z |
¥ 1004
~ J
& 0
E T v T T 1
Q 24 48 72 120 144 163 192 216

H@&%&@ﬁﬁ(ﬁﬁ)

KIVII—1 sk N BPEIC BT 2 = /X2 F 2 20mgl H 1117 B R SE R 1% 5
BEDMAEF T L XA F AREOHER (HPLCIE THIE)

1) ARNOERBENTWDHELOHEZ DEE, AL, =2 F & LT 1ES5~10mg % 1 H 1 [E#KRA
BET 5, ok, Fl - SERICE Y BETHEET 2.] THD,

DEANRTEE (FiEbE) &= ARTL 0D §E (DREPEEESE) & OEY RS 2425
TNATVEE 5mg, $E 10mg (FilsE) K O=/327 L OD §i 5mg, ODf*mmg (PPN A E8E)
DY v AT —N—IEIC L BRSSO T 2N TN AEM A% Ch 2 2 L RS LT
%, (£VII—1, 2, K VII—-2, 3)
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# VII—1 Ei@fE 5mg & OD §& 5mg OIEMENRE )X T A — X

BHWAL | RSB | Taa® | e e ) o
%ﬁﬁ(iﬁ&ﬁﬁ) 47 49+12 | 556%13.1 | 18.3%+2.7 1,405+ 330
oD ﬁ(fﬁgﬂ&ﬁﬁ) 24 48+12 | 563194 | 18.6+2.4 1,451+268
ngfi imf%ﬂ&ﬁﬁ) 23 57+2.1 | 53.4*145 | 18.1+2.6 1,417+ 406

(REFRRE ATBIE, 2200 1 B, FUEAIS: : [GHERHID LS AT . TR Bl )

# VII—2 Ei@FE 10mg & OD & 10mg OEWEREFHI/NT XA — X

1 505 BB | T ()| tu2 (b) e T
%@ﬁ(jio?ﬂg&ﬁﬁ) 48 52411 | 93.7+20.0 | 18.5+2.6 2,492+ 571
oD ﬁ(j}?%g};)eﬁ) 24 49+1.0 | 103.9+21.1 | 18.8%3.0 2,817+639
Oaﬁi llf)%g&ﬁﬁ) 24 53+1.3 | 97.7+265 | 17.6=1.7 2,630+ 632

(RN T ME, 220G 1 B8 G- AES - TR LS AT o SEEE AR R 7E)

(ng/mL)
140 5

120
100
30
60 1

40

FERE\ RN CRBHE

201

L5 80 5E 03P R (i + 2 (R 2 (n=24) ]

—o— gt Smg(A THRAD
—e— OD%E Sme(A THRH)

05—
036 12

24

FFig (h)

48 72

(ng/mL)
140 ~

120 1
100 1
20
60 -

40

BEE VBN D TS EEHE

204

[£5-0 5E 2 0 Pl + Bl 25 (n=23) ]

—o— it Smg(A THRH)
—e— 0Dt Smg(A 4 L THRH)

0 A
036 12

24

Hefl (h)

48 72

BIVII—2 HiEEESmg & ODSESmgH[aIF G- Re D MAFEH T L N2 T R E OHER

.21-




(ng/mL) (ng/mL)

140 ~ 140
[4 8 52 AU 3l = B 2 (n=24)] 452 24 13 TR + AR 2 (n=24)]
J%l 120 4 % 1204
j;' 100 1 —— ](_}mg(?j('ﬁ.”ﬂ&ﬁﬁ} I;'; 1004 —o—3i lg}mg(ﬂ('?ﬂ&}ﬂ}
S ——OD$i 10mg(# THEH) L 804 —— OD§i 10mg(# 7% L CIRA)
PA N
A 604 A 604
F ¥
> J > i
i% 40 % 40
20 4 20
T T T ! 0+ T T )
036 12 24 48 72 036 12 24 48 72
Hrr (h) Er (h)
BIVII—3 iE$E10mg & ODFE10mgHi[E# H-RED Mg 7 LS R F AR EOHER
Q) HhEE
MR L

D E=E - HRAEOZED

DEFOFE

R N B 6 Bl = R AT LEE (i@sE) 20mg P 2 Z2fiEry (1 BEiaR) K OVEH 30 43 IS HiER
OS5 L, MEFD L A_AZRF U BEAZNE LA, ZEEBRESIE LR LT, BREBREHOEY
MEFREIE TEHE L, Coax XOVAUC 1T E BIZ 1.2 fEED o720, HHFIAREITRD S
Nighotz,

) AHAOEBEINTWD HELOHEIT TEE, AL, =ANZF & LT1EG~10mg 2 1 H 1 [E#EA
b4 5, ek, Fl - ERIC LD EEMKT D, | THD,

2) P SR D8
I-7. 8 EER) OHS R

2. BYRERE/NT A=

() B A%
ETIVICRTE L7 WERTIC L B
(2) TR URER FE TE 38
g L
Q) HERETEHD

(4)

(5)/\

(6)

ke=0.0476hrt (fERER AT ME, 2EHERF bmg 5. HEXS  IGHERG I LS 2F )
ke=0.0460hrt (fRER AT ME, 2EHERF 10mg 5. WIEXS « IGHERG I LS 2T )

2UT7I A
REERR L

haE
HREERR L

Z 0t
B L

.22-



3. BEE (KEalL—v3>) B
(1) RH 5 %
B L

(2185 X — S EHER
AR L

4. TRIR
NAFTTRATZEY T ¢ %Y ER L

WISERAL « £ & U TR RS (Rrlic+ —f50. 2505)
ISR - $990% (5> ) 20
(% . =25 )L 0D 82D OPEEREIEE D & DWRIY) 2D

(7> h) 20

fatREpk N Bk 8 Blic = N 27 L OD $E (DIFENAREESE) 10mg & N CHIEER, MERE & HICARA L
el (RAEE) | XUIOFENIC 3 oM S, SAAETITHER E & HICE L & & (D ENTT
B OB LARAF U OMBERREEN SN T T XA T YT ¢ ZEH LT R S ORI DA

Ha ket L7,

OFENE RO = XA T AR 99.1% TH 0 . OD SEZ2 IR U - AR ERIE OBINEE  (99.4%) % %t
ML L THEONTEHENTOWIEIX 0.3% Th -7, MEFIZ "X F o i3mitEns., ER&EYH v
NAF O, RARFZR 5 DEENREREOMHREI 2L FT XA Z VT 412 0.6% ThH -7,

PLEDNS . OD BEA4 OERNIZ 3 /R S ¥ 7- & X O O FEREIERIUL, 1T AP EH TXARETH

HEEZLNTE, (EFVII-3, KVII—4)
#: VII—3 OD % 10mg R FF & O N E R O KM B RE LA N T A — X
e 58 % Cmax (ng/mL) AUCo72 (ng - h/mL) | [FIUVE/ARAEE (%)
RHEE k72 L) 7 98.0+26.8 2,448 585 0.6-10
1 e PN i B 7 1.2+2.1 16.0+28 o
(ERERR AN Bk, WEx g IEVEGE 0 LS AT o SR E A YE(R 75)
(ng/mL)
140 -
L5 p P = R R (n=T)]
it 120 1
”Eﬁ 100 | _
i —o— ISP I
7 80- |" —e— R (K 72 LTHR)
A |
A 604 |
F |
:/ i |
f& 40 |
20 | II| HR-“§_____
0 ors oo B
036 12 24 48 72
R (h)

BIVII—4 ODS$E10mgfik R & AENIFRERFO MAEH 7 LS ZATF AREOHER

5 %
(1) o i —fisd B P98 8 4

Z v M MOk /N A F o 2mglkg & BRI O 5 L7z & & OGN B RER I, 5% 1 RO

4 FFfEC 0.01pg eqlg TH o 7o 26,

.23-




(2) M % —Re AR RAFT @B 1%

AR 19 HH O F v MZ UCAERk = /N2 F 2 2mg/kg Z HERR A& G- L, BIREIZHT 2 B RERE &
OB ZE Lz, HE% 1R OG VA B RHA I A iR D) 1/4 “C% V) . 5% 24 BREIC

r=yj=|

TREFFERAUTICETIK T Lz, 2 A - I VF 7T 74 —ICk-oTh, &5% 24 M DRIR
FUTHURREITITIT R S e o 7z 26,

Q@ EA~DBATH
AT v b (k14 HA) 12 UCHERR T S A F o 2mglkg A HLRE O #5512 O FLT s se ik B2 13
e 5-4% 2 BEfHIC Cmax 210ng eq/mL (MAEFIRED 1.0 £5) (2L, g, AR & RIARIC R
#9 2 B TIR R L7z 20,

@) BB~ DB T
LR L

(5) Z DDA DT
MR L

(6) MIFE B HE S FE22)
TRZF L 99.9%LL b (in vitro. b MILTE. EERETE)
HVUNRAF 1 97.4~97.7% (in vitro. t hIIE, [RAFAiEi%)

6. C#
(1) FCRBHAR AL B UM BB R B

(%)

REHBOL « E& UTMME. IR

TRAERHS : = N TF T tert-7 FIVIEDBIRIRIE THNR UV BRIETH 50 LANAF AITRE S,
SHIZ, 7==VED A RLDOKIRIE & THITHES BALD A R Ak, BRALA) N-ii 7 /L%
M, =T IR E DU LR MAG 2% 1T 5 Z LB LATWDS HEAT—X) .

9 .
ey mau

TN ]

P
Hc—o N -mzmzm,c c

—CH M| ———— HC—0O N-H ————— HC—OH
@ M-0H b‘.l @ @
M-8 (Des-BP) M-8
o ',
HC“O'O"W‘@'f-W l

AVSAFY

g CHy 5
nc—o-CN-mzm "-@-E:-coou —_—— HG-O-CN—H
S l’i‘i by 5

OCHy
CHy
uc—o-CN—mzm,sz-@-l::-eoou _— HC—D‘CN—H ————— At
oy
M-7

KVII—5 T ARFo Db MBI AHEEBRE

.24-



Q) RBICE5 T BEE (CP%) OHFE, FEESD

TANRT U OPFEEBERBRIENL tert 7 T NV ILOKERL & BRILH N-BL T VXA TH Y, & BTN
NEEZLIREEESTHLILEEZ LN TVWD,

REACRI DIEHEAGH D B L S AT o ~OREHIE, DMFIZB W TEELE LT CYP2J2 23, Fflgizi v
Tix CYP3A4 DISHC CYP2J2 G L TWAH Z ENME SN TWD, £-, REMKOEELA N-
BT VAT, DG - BFlEE B2 CYP3A4 T2 Z L AME I TW\Wb,

Q) MEEEMNRDERRVEDEE
HmlsE i 2h A 2 50 < 2 Do

4) KEYDEEDHERRVEML ., FELLERD
TNRAF L DERBD A L ASZATF F, RIFE A2 22 Hi BRI T 2 BIRA2EFUEH L O e A
Z I EBEEIER 2 A L. T VAR RIS Ifld 5, ( TVI-2-(2) M ERMA 1T SRR OH

Z )
1. Bt
(DPEHEERAL B OV %
PR K OV
(2) Pk =

EEERR N BIEIC Bmg 1 [EE 05 L7z & R FHEIESR (0~72h) X, = ARF 5RO 0.1%,
HUNRAFUNFEGED 1.T% Tho7-, £72. 10mg 1 AR AOFKG Lz L & DRPHEESRZ, = "2F
> 0.0%, HLNAF L 1.8%Th -7 29,

(fERERR A1, 1 IR N s

P b PR IR [H] JRAFPEIEE (B 5823t 5 %)
(mg) (h) TRNAF HUNRRF
5 0~72 0.1 1.7
10 0~172 0.0 1.8

F 72, =/XAF  (methoxy-14C) 10mg % 1 [FIFE 0% 5% FHEEIL 72 Rl & CTOIRFICE S5 ED 63%,
A8 M F TCoOEMFERICHEED 16%HEt 7 GREATF—%) .

(3) HE ik i
[VI-7-(2)HE3R | OIS

8. FSURR—A2—ICEAT B1EHR
MERER L

0. BITHIC &L HBREE
AR L

0. BEOEREAT 2BE
AR L

1. Z0fth
BREERR L
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VII.

=z (FRLOFESE) (CEI HIEH
ZERNEEZFODER
HEZIH TN
BERNREFDER

2. B (ROEBHFICEFEBELAEWVWI L)
ARFN D ERAIZ 5 L BEUE OREERE D & % 3

(fgsn)
— R, —ERBUEAEZ L72EBE T, BREICED S5V LIV —IERH b AEENH
b, ZTOEHIRBEENS, TARTUTREICGEBIEZEZ L2 E0HBEFITIL. TOERORES
79, BEGIEET 22U 720,

MBER I RICEET HFE L TDEH
FRIE I LTV

AERUVASICEET HEEEZOER
V-4 RERUVAZICEET 5] OHESHR

EEGERMIELETDEH

8. EELEAMIE

(heeE)

8.1 RRAMT Z&NHLDOT, AKFEGPOBEITITHBHEDOEIL R EfERZ 5 B OBRIEICERE
SELHT L,

(FLLF—HER%)

8.2 FHIMEOBE IR ET 25T, HREFHZEA T, TCOEMMPLRGZHMG L, FRFEK THE
ETHITDZENEE LY,

6.

(fiFa)

8.1 AAlIHie 2 & I L1EHAZA L., IRKOBEWERNRD LN TS Z ENBiRE LT,
e, AR E TORFRRER, AR A & O IR BR AR R GRJER] 8,349 i) 12351) HIRK D%
BHESIT 1.7% ThH o 7=,

8.2 HRT LAX—FL [T LAX—RABIEFETA RT7 4] BHEUGETHRESE L LTHRELT,
(%)
AR 2 A FAER O A B 22 TR BT AT A D> & Be 5% Btk U7 JEGIRE Tk, B R #% 6 % 5
Z Bt U TIERIREIC A, SERNEm W, BB B — 7 FRIC 1T DIER B E 22 S0
FERDEONTRENH D 3239, Tz, FHEHIFIOMMIRFIEE LT, FIWNVAT o =— & —ilif
P 5 T RET e A ¥ I VAR O 1~2 BRI L VG, KEOREND THEINAES
X 2~3 BRI L VG2 T DHEND D 30,

RENDERZHILEEICHT IR
(D EHE - BEEZFDHDESE

9.1 BHHE - IERZEDH I EE
9.1.1 REIXR 704 FEEZZITTWSESE
AREFE LA LY AT 0 A ROBEZIINDIHEIE. TOREHE T THRAIITI Z &,

(fiEgn)
AT A ROSEREESLTENIIEROWEESY a v 7 EEMOGKRERHH LB LNDHDTRE
L7,
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(2) BEHsaelE =R E
FEZIHTHARWN

Q) FrigrelEE 8L

9.3 FFikrelEE RS

9.3.1 HFHEEREEXLIZTOREENDHSHESE
JTERERE DN H DN LDBENNH D,
(FiEs)

R ARBRIC W T

. P RER A IC BT E OB LTV D T2RRE LT,

D ETEREEE T 5F
FRIE I LTV

(5) 1T 4%

9.5 1E4F

YRS SUTHEIR LTV 5 ATRENED & 2 A MEII3 18R EO A RIED a2 LR &l S o 5HEa1c
DHEGTH I &,

(fgs)
[X-2-(5) £EHREEMHEE ] OHESH
(6) =353

9.6 1234

BRLEOBEFMEROBARBOERMEEZEZE L, HAOME UIPIEEZ RG22 &, #iER (7
v N THHF~OBITHRHRE STV D,

(Figsi)
VI-5-(3) ;it ~ DT DEHZM

(MR
9.7 MR
NS 2 kG & U T IR IRRRBR (3580 L T 7Ry,
(fFL)
['V-5-(6)-1)-0) OHEZM
(8) EtnE
9.8 SEnE
BEOREZ +ITBR L oG35 28, —RICAEEKENMETLTWD, [7.2H]]
(fiFL)

AFN O EREFAER TMHEH I LS ZAF REHERIZ OV T, Tiax DIER ZFRE Cmax. AUC (IimHHH
(65~77 %) &Hmlind (21~29 %) TEREIALNRN-TZ 30, £z, BKRBRIZEN TS Sl

TRICHIESITZED LTV RN 38, L L, —RICEEE CIIEBENMETL TS T, 1 BH
EORBKHETHS 1 H 1E bmg PoHGTHZEE LT,

1. tHHE/ER
10. B4R
AFNX, F & U TREHEESR CYP2J2 O CYP3A4 TREI s 2, [16.4.3 2]
(fiF)

VI-6-(2) R#HZBIGT 28K (CYP%) 04, FH¥E) 0HEBH
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(DHREZEEZDER

BE SR TV
Q) HAEEEFNDER
10.2 $EAEE (BHRISEET S L)
A4 5 BEDRAE IR « H i 51E FEFF - fERIN
Ty RO A AKFNOR T LV ASAF o OMBEFIRE | B VR RATF o OGN X
[16.7.1 &= /] DK 2 I LR T2 EmMFEINTY | b EEZLND,

50

A hTary—n BFNOAH; T L X A F o D L s g
NERTHZZENFEINL TS,
RV ABN ORI VANZAF o OMBEFRRRE | 7L AT 2 O EE S
NIETT D EnElEINTWVS, NHGEEZLND,

(fiFan)
Oz R~V
R A B NAF 1 H 1R 10mg % 14 HEEG L. &P 8HEBE XY=V An~A T 1 H
4 [A], # 1200mg % 7 HEGFH L7ZBIC, MR RZBLIRITRE S d o 7208, IR ©H
HHVUNAF U OMBEPIEE (Cmax) 2SHEIMPE GO 2 12 EH L. tig DIEERRD -, =
Dl T AR, AR DI LART U OREHLEINRIE STz 39,

=Y xuwA PO ERE 39

(R ATBIE S BIZZ/RAF 2 10mg 2 1 H 18] 14 BN EROKES, SHE LYV =) Ru~Ag
> 1,200mg/ H % Of R 0 e 5

N TV INRATF
e H
Cmax (ng/mL) Tmax (h) tie (h) AUCO’24 (ng * h/mL)
A7 HHE
RS = v 244+15 5+1 17.2+0.4 4,092+181
(HIh G- fefé H)
W14 8H
= v 51427 5+1 21.6£0.9 9,492 +581
(PG R)

S AE R HERA S
OAf hTFary—, V77 B
INRZAF U EINGIEERE DALY B LARRF U OENBIRERNEEICE (f FFa)F Y —L
FROBEARIIAT VL ARAF oD tinDIEE, V77 o E U HAOEESIEIN L AXZATF D tye H3EHE.
MAEFIRE (Cmax) 2MET) 775 EME S TND 40,

. EIfER

1. EIER
ROBHWERRH bbND I ERHDHDT, BREETHIITV, REPBO NG ICII KRGz PIE
T 570 EWY)RALEEZIT O Z L,

() EXLEIER & MHAEIR

1.1 BEXGEIER
.11 2avs, 7H745F9— (OPRBHEERH)
HLEAE R, PR R, MRS O RE AR BAL - B iE. B2tk L. e B 21T 5 =
ko
11.1.2 FrgeeleE, &E (W bBEARY)
AST. ALT. LDH, y-GTP, ALP, b VUL B @ A% a 4D IFRERE, 3Esb bbb s &
BdD,

.28-




(2) Z Dt DE A

11.2 Z0HOEI1EFA
1%LL E 0.1~ 1% 0.1% A1 B AN

8 U WIB. FE. CARE

5 B EjfEs i F -

it R IRE, B Y. O EV, LORIE

AU
MEE (e ) BEARPEL, & - O| M, &R M5 - M, M8
[ PN Rz A

JH ik AST . ALT. LDH,
v-GTP., ALP, £ U L b
D EFH

WAIR 2 PER MRS, R

Z Dt Jib) A0 2 R EFTY UFEAERHE 25 (REEHGN,
ARREE . BB, R
. BUN O 5. R

.29-




SEBAEERRBEHEER VBRREERE K

RIVE AR BRI
AGBIFE T e i R 4%
i R Mo
ELESN G 65 1,015 13
AR A E 5115 1,270 6,813 266
RIVE I D3 BUE B4 85 147 27
A % DI B 107 177 41
BIVER % D3 BB & 6.69% 2.16% 10.15%
BIVERSE O FEE BIEREORERIHEEIS () (%)

<KE - RIEFEHRES - 6(0.09)

EA/ER2 2(0.03)

D3P I 1(0.01)

i 2(0.03)

D 1(0.01)
<R - RIEHERES> 3(0.24) 21(0.31)

GIE T ] 1(0.08) 9(0.13)

SHE (%) 2(0.03)

HFLON 1(0.01)

SEER L O 1(0.08) 2(0.03)

HEW 1(0.08) 8(0.12)

Sbox (J) 2(0.03)
<ZDMDFHBRERES> 1(0.01)

FoS 1(0.01)
<fErlEE 64(5.04) 69(1.01) 16(6.02)

R X 64(5.04) 66(0.97) 16(6.02)

G 1(0.01)

AR iE) 2(0.03)

G 2(0.03)
<HILFEE> 19(1.50) 37(0.54) 6(2.26)

g A 2(0.03)

™ 1(0.08) 2(0.03) 1(0.38)

B E/S 1(0.38)

H A RS 1(0.08) 1(0.01)

NIz iz 1(0.01)

(P A 1(0.38)

0% 13(1.02) 14(0.21) 3(1.13)

H R 1(0.08)

fg <ot F 1(0.01)

Mg I 1(0.01)

ERENSR 4(0.31) 15(0.22)

R 1(0.01)

i Fi 1(0.38)
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AIEHZEBURGL ()

BIE S OFE%R BIER % OFEERIRBEES () (%)
<fThd - BEREE> - 3(0.04) 7(2.63)
JiTbEE - - 1(0.38)
AST (GOT) L5 1(0.01) 4(1.50)
ALT (GPT) L5 2(0.03) 6(2.26)
y-GTP -5 - 1(0.01) 1(0.38)
<KR# - XBEE> - 4(0.06) -
LDH L5 - 2(0.03)
MmigHER L5 - 1(0.01)
Y ZU®Y RLER - 1(0.01)
<IMA% - ) XLEE 1(0.08) 4(0.06)
U = 1(0.08) 4(0.06)
<R REE> 1(0.08) 3(0.04) 1(0.38)
WHEEZ 5 FERK - 1(0.01)
A - 1(0.01)
SR 1(0.08) 2(0.03) 1(0.38)
<BMmk - MRREE> - 6(0.09) 2(0.75)
IFEEERE % (iE) - 3(0.04)
HEKIEZ (E) - 1(0.01)
H Bk (F) - 2(0.03) 2(0.75)
<IBREBREE> - 2(0.03)
z R - 1(0.01)
BUN (X F - 1(0.01)
<—fBHEEEE 17(1.34) 12(0.18) 3(1.13)
Eielt - 1(0.01)
PR T V- - 1(0.01)
2 i R - 1(0.01)
i 15 SR 5 - 1(0.01)
i 08 1 Sk 2(0.16)
a3 R - 1(0.01)
PR EEH N - 2(0.03)
BT - 1(0.01)
e (E%) 15(1.18) 2(0.03) 3(1.13)
EHtEE (&) - 1(0.01) -
W ONE - 1(0.01)
IEFTY - 1(0.01)
EHDIETY 1(0.08)

KFIIIRERIRE X DIEFEL (%)
* DEMEBER (FLAX—MEEERBLZLNCT LA —MHAEKOBFICBIT A AZRTF LOLEKIC LT
TR OV TR L 7= I 14 G AR e BR)
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9. BRRBRERBRICRIEFTZE

12. BRRBRERRICRIETHE
KENET VLS NS 2T D20, 7 LILA U NRGHRE 2 £+ DR, ARG L

RN T &,

(figw)
I RIT VLA —L, TLAF U DRAICLY, BEMICE A 2 7 EOCEEE N ERET 5 2 LT

FVREHAT L, €D, TRT VAX—MELETHDENRBRIL, it 2% I AERIC LY itz R
o LIEDo T, ARARNZIIIIE 2 ¥ I AMEHEAT 282 RET D B0ENH 5, ek, VT L
F—Mf s U TMT 2 BERBNRISIE, Hile 22 I AN E SRR,

10. BERE
HEZIHTHARWN

N EALEDIE

14 BRLOIE
14.1 REIRMAFHDIE

(BLF| @)
14.1.1 PTP A0 3EHNIZ PTP > — F bl HH L CTARMT 2 L 945845 2 &, PTP > — FOE#KIC

FU . EOGAIS RIEREA~FIA L, FICERA 2 2 U CHERARSEOEE R IHEL T 5
ZEWH D,

(0D %2>

14.1.2 AFNIHF O IO THERZRE S ¥ 5 LT 5720,
fRHAF+ 22 &b TE D,

KL TIRHARETH D, /oo KT

1.2 KFIo OD S8l AENICER G2 LML, MEK E & HICAG TR AT Z L8 TE

D AMENRREESETH B,
AFKID OD BEIL. AREREERIUIIEE A ERWNWZ ENFER IR TWS 20, ( [VI-4. IRIR) DI

Z M)

12. Z0HDFE
(M EERFERICE D ER
BE I LTV

(2) JEBGERERERICE D < 1H#R
FRIEIILTWVR
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X. JERRAREERICBI9 SIEH

1.

EEIRESER
(1) ZExh LA ER
(VI. E3hEE(CET2EH) DHESMH

(2) REeMEEHER

DHFARARRE R kT B 1EH
T NAF L 300mglkg DM ERAKGIZLY | v~ U AT RIEIRDOZE L Z R L, 100mg/kg THiH
EEHRE. 300mg/kg THEE erthmg A L2, F72. T v hTO/LE X — LIRS IR & H 58
Lt75§ ZOMOIEENZH L TIARIKIZL D LB LN DENRIERZ RS Do T,

2) B AR R IC 9 B 1EA
TRZATF 1% 0.3mglkg L EDOFRIRNE G- T, MR 2 TO B A X I UFRRET G2 A B HH L
7= (Student’s t-test, p<0.05) , & 7= BRI 2 T O GHHA AP HE KRN PL 5 28 BRSO %2 3mglkg
DOFNRAN G THEICHIH L= (Student’s t-test, p<0.05) 73, iAISHEINREAZE R £ Si-ok E
1R SR FE DB OGOV e A 2 X 2 LIS OEBN I K 2 OGSt AERIL Wi bt
fhfﬁ)ot

WY - fEERAR R KT B IEH
3:/*‘%9"/ X 1mg/kg O &M EFHIRNEEES T RS X KR 2 OME%E TS 0% % 3me/kg
TR 872, F72, KB ARCE BRI &2 Z N2 3 KO Img/kg T w72, vHFHA
FIRIEA TO Ca2t i3 IR & 1 X 106M, E/VE > Mg DEEATO B IEZ 1X105M T
FNENIEI L2, L, O35 TlE 30 XX 100mg/kg TA XK ONT v hOMEIC/EHAZ R E
. T v FoOLHE %A 100mg/kg THEICHIM S 72 (Student’s t-test, p<0.05) .

)THLER R L OB AT X9 B 1EH
T RAF 03 30mglkg DR AR E T, <7 2A0/NMBIGEREZIHEI L, v FHHEGCIEEIRE T »
i 7 O B R 21X 106M THIfl L7223, BIRE NE R & 7 — /WSS ER 2R
ot

B) MR x4 % 1EH
:L/\X?/ ¥ 20mg/kg EAHKE T, ~ 7 A TO® T b =212 K 5 M/REEE 240 L7225, ADP I

BRI EE [ R IIMER Lo 7=,

G)Exi%éﬁb x5 EH
ABEHIRAR T v P ORT K PRl Z =82 F 2 100mg/kg O A5 THEIZHEA (Dunnett,
p<0 05) L. Na'/K'LboBEm» 300mgkg O OG- THEIZED L7z (Dunnett, p=0.01)

. REIZIIEARRO o T,

(3) Z D fth D 2B AR
DIGEMFRRE B LS ZRF o O— R 3EPEE A
INRZAFUDEETFRBFYW THDI I L ARZAF L, MR TOE 2% I VEEBRERIGZ
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