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1. BRER

(1) %
A R UBE 100mg
A A BE 200mg

(2) *#4%

Hypen Tablets 100mg
Hypen Tablets 200mg
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High speed pain blocker J ¥ 4
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ﬁj\%ﬁ . C17H21NO3
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(6) NEZRH
nA T E )= SE 2R 17.8
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5. BAT B AHMLD 5 MM
BB L
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NA 2 100mg FE, /A 2 200mg FE

B TRAF S PRAF AR PRI BRE R

£ 60°C 35 H B Ak A

o i 40°C. 75%RH 34 A B ik N

% D65 T > 7 UTERAMEOE T T | MIBEEE 120 7 lux - hr, RRUTERS: B .
(25°CE=2°C/ER 0 AT X 1B JE) T = R VX — 200 W « h/m? DLk g
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8. fhFlOEAZI (MEBILENEL)
e L

9. AHM™
BE [—BakBris e 5523 L CRHRRE1T- 72,

D60 43 T75%(i

pH 1.2 pH 6.5 pH 7.2
AU BE 100mg 53.2% 4.7 %y 4.7 %5y
A U BE 200mg 55.3% 3.5 344y
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(1)

(2)

(3)

(4)

EENVRELRE - B, NENERLESR - AE(ICEI H1ER
MAER e L

2

(INA U BE 100mg)

100 & [10 & (PTP) x10], 500 & [10 && (PTP) X50]. 1000 & [10 && (PTP) X 100]
(A AU BE 200mg)

100 #2 [10 2 (PTP) X10]. 500 #£ [10 & (PTP) X50]. 700 & [14 & (PTP) X50]. 1000 &&
[10 82 (PTP) X100], 500 & D, X7, EMHHIAY ]

FHEE
A% L7

BRBRDOME

PTP : RUEfE=/L, TALI=7L

RNT (200mg FEDH) AR MVOME ; R =F L
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1RERVBEICEETSEE

71 OERETRH & OOFHITHET 2 Z ENEE LU,

7.2 EilE ClX, A& (Bl 21X 200mg/ H) 2 HE GG 57 CREFOREBABIE L2 HIHE
IG5 L, [98 2]
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B PR IR A ER
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WZBWT, KRB E 25 RO b o T,

T, fEFRRA 6 BIIAH 1 [BIFHE 200mg & 1 H 28] 5 HERE AL LR S Balk b & FH
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1) ARINER SN TS HE - HEIE T HE400mg 25 « 4 &% 0 2 [AI255 1) TR A &5
Th D,
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1) ARFNDERE STV HE - HEIE 11 H & 400mg Z 5] « &% 0 2 [BIZ 01 TR
ThD,

TREERTAER
BINEREEEAER
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MU 7 ~FBEICBWT, AKI 1 H A& 200~400mg DA, LB L OEAtE “EE
FekBR (FRRdii 6 ) TS LR S, 1 B R 400mg WY TH D Z LR ST,



@B 1D
TROKBREERG L UTARAI A 400mg & 58 & D 2 B HLEGEABR 21T > 72,

R4 AFI -5 of RS
Bty v~ 400mg/ H A RAZT > (T5mg/H)
MERE,. SURBUERRE. JHBIEIE K 400mg/ H Y7 a7 )7 Na(75mg/H)
LN BIEE 400mg/ H A RAZT Y (75mg/H)
SME 7R b N FIRTR O - RIE 400mg/ A rh7rz =z (150mg/H)
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OB U v~ F 3 L OERMBEEIEIC T 2 BHI#& 53 1210
B Y v~ F B 162 6. ZIRVEREERSE 104 BIICAK % 1 [ 200mg, 1 H 2 [[] 24 BHFLLE
ROEE Uiz, MEEGIERO 5 6 12 UL EE5511% 222 B (83.5%) (BA&I Y v ~F 143 fil, &
TEAEBIETE 79 61) . 24 B UL & 5611F 202 61 (75.9%) (BEEI U w7~ 135 6, ZRNEEIHIE 67
) Tholo, EEBRSCEREIL % V&%JULﬁ%ﬁ)???T3M%\%%ﬁ%%ET
ﬂw%f%oﬁOEW%i1W%(w/%1m)_mw%h FWI$ 512 X 2 BIEH O

L RSy AWAN IR e

QL FAEBIRIE I ) 5 B 53 17

I BT R 54 Bl AHKI & 1 (8] 200mg, 1 B 2[5 12 BELLE (FTREZA A 52 3 )
BEOEE Lz, HAREBAVE P2 BR BIRRARCHE ENE (JOA Xa7) TiMiiLz& Z A,
ARBEONTNOHEBIZEWTHAERBEEN A DIV, RS UGEE 2 i C Rl fiF
Br L7255, 65 MLl & 65 AR C2AIT ALY, @il OLIERBEEERE BV TH 4
RN RSFRD DT, BIERIE 15.4% (8,752 Bi) 1ZRBLL ., 65 i%LL EC 3 4, 65 miAlM T 5
IZH BTz, 65 kb BT T 2RNWERFEL=RIL 65 ATl O BH LK) o7,

(5) BFE - RAERIGER
ORI v~ TFBE~OEED
62 FIZAAZ 1 18] 200mg, 1 H 2 [\ 6 HFER DG Lo, BERERIZOWTEG-FRMARTE X
O 544 T REO I 2 Ll U7 fE R, #100 2012 0 OFRFeeRE]. AR EaE%k. IEARBIE 4k, 1%
BRI, IR LT AN —IEEE R CH B RUENRED b,
BIVEAIE 18.6% (11,759 ) 1Z#8& Hivlz,

QZ TR EE B ~D 5

76 BIZAFKIZ 1[5 200mg, 1 H 2 [0 4 BRI OKRYS Lz, SEAERE &G 2 BEHICHS
INRUGEDFRD S, B EMRIC Lo T 4 BE% OB ERIZIE HIC EF L,

BIERIE 13.2% (10,776 f5]) 1Z7E D BT,

ONERIEBE ~DF 519

38 Bl AAI A 1[5 200mg, 1 H 28] 1 #H~3 » ARKRO#EG LizE 2 A, FHERIEEEDOH
TIERZ TR CHERICSEE S, FREAERTE, WInoREBRICBWTHLRRICEE L
23, FRZ, BHEREICOE O BRIE IS E ORI LT,

BITERIE 5.3% (2738 ) (ZA BTz,

@R F L OVE B JH PR B ~ D59
52 BICARIZ 1181 200mg, 1 B 2 [A 2 BREOEE L-E 2 A, FERARIER & &G 1 HEME
THOMNRSENRD DI, #HKEIC L > T2 EMBOUERITSSICER L,
RBIVERIE 12.2% (6,749 i) 1Z3B® BT,

OSMEI L OVFATt: TR - RIEERZH 32 BE~0&k5 1D
151 Bl AHIZ 1[5 200mg, 1 B 2 [\ 3~4 AR ARG Lz L 2 A, FlEE G 30 0 LANICK)
47%. 60 53 LANITHY 78% DRI GHER] CEIE R NED Hiv, ZOEMITESCH TH -7, FIfE
FE3.4% (57147 ) 12D BT,
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1) ERABERE (—RERRERE. BEERBRERE. ERARELEKRE) . RERTERT —4
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Off AR A

1994 4210 A 1 H235 1997 42 9 A 30 H F CREWERBBUEFISRIZ OV TEE ST SANCHEZLT
STz, 3AEM O G IR DEIWER « EYYE O FRBUEFIHIX 3.05% (183,776,007 f) T
HY ., IKREFE TOREICEBIT S 1037% (152,771,466 B) (2L TEM -T2,
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PEFRANA 8+ BORHIBEOR I RESS & ONLAE TS A A0 FRRE CRI I A 3 BUE IR A B >
o 2 WM A GE A BE LT 35\ C ML 250 02 R D 2 B SIS R T A B 0D
B R BUE IR S A B S o T
BlnE (65 MBLE) « BUF O & 512 65 sARTRE & b L CRIEMRBUE IS A 513 2 <
AIVERI ORI SV T b 4 ORBUEIAILRY AR 7,

e e AR FE SR e
A= i AHEIEGIE — B | Sl RS
65 A b 2,485 88 3.54 NSO
65 AT 3,522 95 2.70 -
a) © *HE

AN 49 ISR STZ A BIWERI O FEERITERD b e o Tz,
EEPESm - BRI L

@ HRlFAE (Y v~FBEE R E Uiz 24 BUL EOEHERICEd 2 04)

1998 49 H 1 H2v 5 1999 4F 12 H 31 HE ClREZ1T 7=, BIWEARBUESIZIX 451% (127
266 i) THV ., ZDHH 24 FHUREORIEHAFRBUEFIZEIL 2.26% (6,266 i) Toh o7, 24 1
DIREIZRBL L7 BIWER X AST (GOT) E&H- 27 (0.75%) . IRWTIEFE (E) . PR LM (8.
B, IFHRERY . ALT (GPT) L&, AI-P ERBIOTFEFES 114 (038%) THY, EE
YOS | BHHRGIC X 28AORIEROHE L OEIEARBUEF RO ERITERD Hh
o,

AP OW T, Bl R SGER 2 L TR,

FA PR A R T E it
12 B 40.2% (105/261 1))

g p<0.001?
24 I 51.3% (134/261 1)

a) 1 ARMEIREROHENC X0 FebATE ik U, TEEPdGE ), TS EdeE) . TEEUGE ),
(RZE), TEAb) B RO THIEARRE) @6 Koy Calfili L, [EBISGE] RO [
Wi UEL LT, 20RGEUERE L,

b) : Wilcoxon’s signed rank test

PLED X5 1o ARG 3 L ORI I B W T, 2t T OVERMEICET L CArIcRiE &
TRE ST o T,

RRBEME LTEETFEORNBERERR L I-RE - HBROBE
A L7

Z Dfs
[EP9 T & 7z —EEMRIILEGBR 2 & LR BRI 23\ T Rl SER 1,331 B2 1T D

10



RRGEIZRD LB Y Th 5 27112116, 19)121)

w OB 4 rhaE R DL B R BIER | R
BETY v~ 123,474 25.9%
ZET A BB AE 175,275 63.6 %

P 9
JB BE £ PR A% 223,367 60.8 %
SApEE AR
JhEis ¢ 28,752 53.8 %
FiFE - SMEBY 106,163 65.0 %

TE) $EIR DR BT 30 43 LANIT 43.6% (71,7163) . 60 43 LANIZ 77.9% (127,/163) ToH -7,
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VI. E3hFEE(ICEH T SIEH

1. EEZHICEEHLILEMXILLEYE
AV RAZY DraTdeF 7 F R VUL EaXdi A, TAEY U EOIERAT oA RIEY
P BT Al

2. FEHEEM
(1) YERERGL - YERMERE 22727
T hRIZ7IE, OFvRF 770V BAGKIEEN (7 adxo 7 —E2 @ RIAE
YEH) . @2 TEH B MERMSREINEIER (5 4 V) — AFE S WERENHIE R 15 VERR S5 PE AR BNHIVER
WEEMEIER) . @7 7 U= EANGIER2H 35 Z LB L NI TWD (invitro),

(2) EMNEEMFTLHHEBRBE

O BMRIETT VEWIZEBIT H1EH-23.28

ThRIZZEHTTF=VFE(T Y M) BEIRa ) v AFE (T > ) Iext L Smg/kg
(p.0.) DL ETHIHIWER 27~ U, SRIMRALEE (BE/VE v ) 123517 5 EDsofEI T 8.98mg/kg (p.o.)

Th D,
arHFRY v A BECKTMEERIZA R A BERY I e T 2SR Y
AL VRV,

@ EBHRIETT VEWIZI T DIER-2830
T b KT ZIRFEERL (7 v b) 1%L Imgkg (po.) LAETA > RAZ v L RRED
HERZ R L, 7Y oy IR (F v B) 123 L 0.5mgkg (p.o.) LA, MRL/MpJ-ipr
/lpr (MRL/Ipr) ~ 7 ZDBEEIRIZx L Img/kg (p.o.) L EB X277 —4 Uik (w7 )
\Z%F L 10mg/kg (p.o.) THIHEINEM 2779, MRL/pr ~ 7 A CTORIFEE - B #ik ok E 26
THMAENERIZA » RAZ T LD iR,

YEH7 v 74N INTS AV Ay | Y Ie7sf ) Na | b edvhh
2 | h7h v ED30 6.99 2.32 0.96 1.31
7 SEESiAD MED 1.0 2.0 — —
;IE 7Y an v B2 EDso
e &k FIOHES R 1.18 0.19 1.72 0.27
Ji2 SEISER TP 0.96 0.31 1.28 0.24
TR 2 1.61 0.42 0.99 0.26
TR IETES 1.20 0.27 1.14 0.24

AT : mg/kg, p.o.

@ FEJEIEH?-20
Filig 74 v > 7k (U R) 1ZBITF 5= h KT 7 OEDsfElX 3.67mg/kg (po.) THY, B—
NVEERHESE (T v b)) BIRar DAY VAR (7 v b)) OFEFBEERICHT 5T b
N7 7 DEDsofilX %4124 9.24mg/kg (p.o.) KV 3.88mgkg (p.o.) ThH D,

(3) 1ERARIMEFRT - FritFfE
[V.3. (5) 4) ® sMER LOFHiE TER - IEEIREZH T2 BE~OKE ] OHZMR

12



VI. EMENEICET HIEE

1. MAPEEDHR
(1) AELAEYLGILDEE
AER R L

(2) BRERARCTHRESIN-OPRE
R AGIES )
R 5 BIZAFH] 100, 200, 400 35 KO8 800mg ™ Z & I AR 35 L 7= 54 o Mgt
RENARRIE OB 2 TRIZ TR T, WTHORAZEICBWTEH, 5% 1~2 FEH T Crax (CEIEE
L. Tinpld 6~8EFH] TH 572, Cuax B X OVAUC IFHEITELH] L THIIN L 7=,

) AFIOAGR I N HEROHET N, AT s 727 & LTI HE 400mg % -
AEBHD 2 BN TRAOKET 5,1 Thb,

MPFPRECKRERER (RREREORSE)

40
O  100mg
®  200mg
or A 1 400mg
A 800mg
) % SitMeant SE.
g ®n=5)
3
= 20
-
ki
=
=1
10
00 2 4 6 8 10 12 24 48
B (ho)
EYEEE/INS A —4
&5‘% Cmax Tmax TI/Z,Ba) AUC0~48hr
(mg) (ng/mL) (hr) (hr) (ng-hr/mL)
100 6.1£0.6 1.2+0.2 7.49 31.6+1.7
200 12.240.8 1.4+0.2 6.03 61.1+8.3
400 25.3£3.2 1.3+£0.2 7.64 12748
800 40.8+6.7 1.6+£0.2 6.73 205+27

BT AELS.E. (n=5)
a) : — KW % 5 two compartment model ZIZ ) MFEH IR E 2 HCIXO THRH L7,
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© mERE Y
RN 6 Bl AAIZ 1 5] 200mg,
EORERS & TR R T, MBEHFRERREOERNMEE v 2 b— a3 VBT RIS

LTHY ., AADOENENERITAERGHIF T ICEL Lo,
5 BRIREROKRES LEROMBEPRELKRERERE (BERIRE)

1 B 2\ 5 BEMERD®&RS L% oMEhRZ2 b IRRE
%

NIREIEEEEEE

BRI B RS OmK TR

3 10
) : ErGBLNIIFA~S
: KETVTHEE
™ & AIXMcan+ SE.
- 0©=6)
&
g (1826]. 1E6200mg)

0.1

0 1 2 3 4 5 6
M (8)

(3) s
BB L

(4) BE - HtRAEDF

£ BAE 1,3D)
IR PN Téﬁf&%ﬂi<Ef@ﬁﬁﬂﬁﬁ“ﬁ%%ﬁtﬁuﬂﬁﬂlj/;;%f%ttix L& Z A, MEDMIZ

AELATBOONT, W KIFTRFORBIDV2NE O LHERE ST,

ﬁf&&iu%ﬁﬁ 14=T’CI b FZ%2 200mg ZEEROKRE L&D
FOREARDRER/NS A —4

Crnax AUCo~w
Tmax(hr) T I/Z(hr)a) 0
(ug-hr/mL)

B | n
(ng/mL)
% 5 12.240.8 14402 | 5.53+0.66 61.3£8.5

MeERE | 20 12.1+0.6 1.9+0.2 5.68+0.23 57.242.4

FEIT I EES E.
a) AR ORI Z BRI D Z LIk D R

2. EMEERI/NTA—S
(1) ALY
— WU % 5 two compartment model

(2) RIGEEES "
200mg H[EI#RE 1§ 5 0.74 (1/hr)

(3) HEEEEH
gk L

(4) DUTS2RD
200mg H[AIRE O 5- : 54.5 (mL/kg/hr) (ARE 60kg & R E)

(5) nHEHE"Y
200mg Hi[ERE O HE 5 : 9.67 (L)

14



(6)

Z Dtk
AR L

3. B&EMH (REalL—Lav) @i

(1)

(2)

fRIT 3
RHER e L

NG A =B EEHER
BB L

4. TRIR
M ER R L
<HE>D)
RERIL, T L TUMERIERE Y REETRIRENS (T ),
HUC- b N7 7§k IS KO 1 #5512 O U RE D R PR R 5 2R oD 72 W R I1E 82.6% & EL AT
Thol= (T h),

5. 5

(1)

(2)

(3)

(4)

(5)

1 7% — AR BA @8 14

A E R L

<B5>9

7 v MIMC-= b T 7 %& 7 [al# 54 24 FERIZ 31T 2 MO RERR L 1d, KMFs & OVIMI T i SE
D2~3%E T HTNTH ST,

21 [EIB GHE TR, 72 3 KON 120 BERIIC B 2 HURRRIRELIT R 542 L 0 @R 2R L, fr
(CHLER, M, BFS L ONHURBR CTIEE OIHRDEIE L7273, W OMIZ B\ T b I REIC I
—IE DR BT,

I &% — R AR BE P @@

MR L

<HFE>33)

EERE (R 12~13 B) O T v M UC-= h RT 7 &A% 5 LZE4 . BIR T ke
BRETRER A D 2~3% L TN THY | FREELRD o7,

IERAH (AEURE 18~19 H) 2B\ CIE, IRV PR PRI B 1T R AT TR D 9% & 2B TR
X 0EMT DM A2 R L, BEEEENE TEE > T2 o0, REERIMEE P HRE DTE KRIC
PEo TR LT,

S RIINOL 2

B L

<BE>)

MO | T ARHMT v b (M 2 I (CHUEHR OB L7t ORI O A 1,

Beb1% 2 WM Cle @ BEEICIE L2y, BRI TIC A TO T TH Y . Th BTk
SHREIREE DT RAZ - TESDITHD L, LR Shmhrodz,

BB~ ORI
B L
Z DR DIBADBITIE
BB L

15



<;/§<‘%>33)

Zw MZMC-=h K727 % 1 B 1B, fK21 B 10mg/kg KGR 18 5RO FR A H HOH BRI B
EREA— N T UA T T NTTRF LT, 7 BIBEE1% 24 RERC 31T 2 #E B e TR B L TR
TibE <, WOTEIE. /MEB L OMIETE - 72, D, Fiids X ONHRR M o e B 13
BEF D 30~50%, BH TR, BIE L LN NG, B2 AR, B . 52O L OV A R IR EE T 0D 20~40%.,
KNP L OV T Mg 0 2~3% T o 7=, 7 [BIFEE# 24 Wi O H HERE FE 1L R ER 4y DA%
IZEBWTHEF G K 2 512 EF- L7722y, Z20% 14 BLO 21 FEEGZ TIHIZE A EDOM
kT, 7 IR 5% OB IREICH R TEE 2 EARRBO LT, RKAER O #5180 ok
B, 7 EBES TIZIZTEFIREIZEL TS Z LRI ST, ek, Mg, BB LT
AR CTIIASBEIR B 134 G- BRI OB D B U7, 21 EHR G TH, 72 38 LTV 120 FEEIC
BT DM IR T H AR 54 LD S ORE AR L, RRICMER, IR, i ds K OVHRIRIR T O
KBEIE LT, LU, WTHOMBRIZEB W TH, BEHEIX—EDHREME R LIZZ & XD,
AR G2 X A BERREMEIT R N b D LB 2 b,

HHES Y MIHEITH “C-T b FS/BORSROMBBNEE

KRRk P T REBR P (pg/g or mL)
i Rl 5% 1 hr Bl 1 % 24br RREL G | Rt 7
72hr 120hr
HA[A] 21 [A] HA[A] 7 [&] 14 [A] 21 [A] 21 [A] 21 [A]
i3 15.06+1.50 | 26.7843.38 | 3.3740.99 | 7.27+1.84| 4.99+1.69| 5.89+1.50| 0.54+023 | 0.19+0.12
M 8.7741.56 | 16.80+2.17 | 2.16+0.57| 4.71+131| 3.69+0.71| 4.98+0.84 | 1.70+0.25| 1.06+0.21
R IMER? N.D. 0.77+0.74 0.45+0.20 N.D. 0.93+1.17 3.56+0.39 3.42+0.54 2.98+0.61

PN 0.3740.07|  0.70+0.12 | 0.09+0.02| 0.18+0.07 | 0.2040.06 | 0.26+0.07| 0.12+0.01 |  0.09+0.02

NI 0.43+0.06| 0.76+0.16 | 0.10£0.02| 0.21£0.05| 0.22+0.06| 0.28+0.07 | 0.13+0.01 |  0.10+0.03
TEMA | 2.19+021| 2.71£1.87 | 0.43£0.15| 0.50£0.75| 0.92+025| 1.34£0.71|  0.40+£0.29 N.D.

AR Bk 0.8140.18 |  1.63+0.29 | 0.19+0.02| 0.39+0.16| 0.46£0.06 | 0.50+0.07 | 0.24+0.03 |  0.18+0.02
wERRR [ 2.85+025|  4.29+1.09 | 0.59+0.11| 1.16+031| 1.24+0.18 | 1.48+0.54 | 0.43+0.07| 0.28+0.04
FORAR | 3.5240.51|  4.65+1.59 | 0.84+0.14 | 2.23+1.07% | 2.01£025| 3.00+1.06 | 0.97+024| 0.86+0.23

it i 120£025| 2.43+029 | 035£0.09| 0.73:027 | 0.74£0.09 | 0.94+0.16 | 0.38+0.05| 0.21£0.04

fiti 3.074041| 7.1041.91 | 0.86+023| 2.22+0.93| 1.61+027| 2.08+0.37| 0.64+0.10|  0.43+0.06

N 6.79+0.43 | 10.98+1.86 | 2.04+0.52| 3.61£0.66 | 3.63:0.81 | 3.69+1.20| 0.67+0.14| 0.38+0.06

ik 14.48+3.11 | 34214632 | 5.1240.76 | 13.1242.61 | 12.04+2.25| 13.53+2.60| 2.86+0.40| 1.41+0.19

H 19.55+7.43 | 27.30+7.88 | 0.78+029| 1.8540.90 | 1.82+0.78 | 2.29+1.11| 0.76+0.23 | 0.56+0.15

SN 14.43£7.15 | 37.67+29.19 | 3.81+2.69 | 8.71+4.34 | 7.55+822| 6.39+7.29 | 0.62+0.14 | 0.28+0.11

Bl 10.03£1.20 | 21.7542.14 | 4.48+094 | 9.18+1.92| 9.47+221| 930+0.86| 3.79+1.07| 2.02+0.14

Bt 3.53+1.42| 4.82+0.40 | 0.77+0.15| 1.80+0.94 | 1.30+0.19| 1.63+0.28| 0.58+022|  0.33+0.09

Jil:A= 1.57+0.16 3.41+£0.45 0.51£0.12 1.08+0.36 1.24+0.25 1.51£0.14 0.56+0.18 0.43+0.06

iR i 1.89+0.19 | 3.76+049 | 0.53+0.08 | 1.14+042| 1.07+0.15| 1.3120.16| 0.38+0.05| 0.26+0.05
[EIRYA 1.48+0.12 |  3.11+1.23 | 046+0.11 | 1.02+041| 0.80+0.10 | 0.97+0.19| 0.37+0.14|  0.19+0.07

B 2.14+0.40 |  4.65+1.76 | 0.66£0.23 | 0.94£0.46 | 1.15£0.13| 1.632021| 0.442£0.12| 0.15+0.11

A 1.26+0.05| 3.40+0.52 | 0.59+0.14| 1.030.30 | 0.80+0.09 | 1.25+0.39| 0.28+0.03 |  0.15+0.02

A 1.60£0.16 |  3.04+0.83 | 043+0.10| 0.97+0.21| 0.80+0.12| 0.96+0.13 | 0.41+0.08 |  0.32+0.05

HfsME  1.52+0.08 3.12+0.28 0.74+0.18 1.28+0.18 1.36+0.22 1.16+0.21 0.37+0.03 0.25+0.05

P58 10mgkg, FETFHfELS.D. (n=4), N.D.:
a) : [Cblood-(l-Ht) * Cplasma]/Ht\ b) :n=3

(6) MiEE

SRS

FHBRFLLR[0.017pg/g (L 100mg 245729 10dpm Kiif) ]

b N f{E AT 0.5~50pg/mL O FEHLFH T 98.6~98.9% CTdh o 7= (in vitro) 3,
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6. it

(1) RBEBGL R U BRI
fE ik NIC= b RZ 7 2 nkeh (HE, }KE) Lizsma, IRTPICREED 7 vy v o fgias
K72 B5NT 6mﬂ$70H%%i0%ﬂ%@7”7m/&@A¢ﬂ R o,
<BESIN DT — & 3
AR SR I ESEAE D1Z 0N 8-OH (R FIE SN TV 5

I b FS7DOERBHER

CHs  y  CHs _cH,co0 COOH
N o H
‘ % H HO
H OH
OH H
T hFRT7
VA= et
+ UGT1A9

CYP2C9
* CYP2C9

C,H; H CoHs  CH,COOH C,H; H CHs CH,COOH COH H CHs CH,COOH
6-OH & B LW 7-OH & B LW 8-OH & B LW
DTN T 0 AR DTN T 0 EERAER FTOINVY v REAR

(2) RBICE5T 58K (CYPH) ONTE. F5F
AKFN D KAV IE CYP2CI 28, 7V 7 1 U A FOSIZIZ 7 v 7 v L FRtiigl% s O UGT1A9
MEIZEE LTS 39,

(3) NEBBNROEREUZOHE
BB L

(4) KEYOELEOHERVEEL., FHELE
T~ R 7 ORGSR D NI ORIEEM . 8UR M 6 & OB Bkl &1
HYEHIET b R T 712~ 55<, = b BT 7 OFNIRELRIC LV RIS L Z LR Ehic,

7. it
@tk AIZ C-= b RZ 7 200mg % HL[AIRE 8 5%, 24 FEE & T2 52O 61%M R IZHRIE X
e ZDI9H 6S%UNKREE, REMED 77 o U BIEERB L OKBILKTH 7=, £7-.
P 5.1% 168 K[ F TITHSTRER 58D 73% 03 R HIZ | 14% B3 FHICHRt S 72 3D GNE AT —4),

T kT 7 ZEEERA S BIC 100 P 36 L0 200mg HERE O#EG4 25 &, FHEE LG4 24 1
& TIZ 7-OH KRB 58D 17~25% KN\ Tx k KT 7 BN EE5-80 15~16%K FIZHEt &7,
T h RTZI7DOKREZITI NI oo Bfaaike LTIFEEL TV,

&)Kﬁ®% L ENT-HELR O &R TEE, A= hRKZ27 &L T1 H&400mg 5] - 4
BHEO 22BN TRAOKET S, ] Thb,
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10.

11.

I kK5 YBERSEORRBMEE (%)

e b PEtE (%)

(mg) b= N 4 6-OH 1A 7-OH 1K
100 15.440.6 4.6+0.3 23.0+1.7
200 15.8+1.2 3.6£1.0 16.845.3

FEIT P ELS.E. (n=5)

b U RR—2—IZET B1ER

BAN- AP

. BITEICELD

R L

PREZR

BHEDEREHT OEBH

B L

ZDith
BN - AP

18




VI. &t (EALDZEESF) ICBEJI SHIER

ERNBEFDER
E SN TV

1.

T g

2. ERRBELZDHEH

2ER(CROBHEICITIZRELLGNIE)

21 M EMEREOH 5 BE MBS 2B 2 L35 5, ] [9.1.1, 11.1.3 ]

22 BERIMEOREOHHHBH [9.1.3, 11.1.5 ]

23 BERMIEEO S HEFE [9.3.1, 11.1.7 B

24 HEREREEDOH HEE [9.2.1, 11.1.6 ]

25 HERDEEREDOH HEE [9.1.4, 11.1.8 ]

26 EELEMEIEDH D HBE [9.1.5 2]

2.7 REN ORIk Uil BUE OBEEIE O & 5 BE

28 7 AV U FEAT B A RHEERBIRAIEIC X 20 B EOFR) ULE OBERED &
LHEE [ adX oI EHETHIOT, MEEFHEETLH LN H D, ] [9.1.6
2]

2.9 [EiRB M O [9.5.1 2]

3. MMEEXIIHRICBEET HFE L TDEH
REIHN TR

4. AERUVHAZEICEET 538 L ZTDERA
V. 4. HIEAOHEICBEETIEHEERE] 22752 L,

5. EELERIE L ZTDEH

SEELEARNEER
8.1 IR IR AN L D IRIRITRINRIE Tl HERIETH D Z LICEETH Z L,
8.2 B8P (BE Y v~T, BIMBEEIES) (o3t LAAIZ WD HAICIE, ROFHEEEE
T5HZ L,
- RIS T 2568 I ITEMIMICERRRE RIRE, MiERE X O ERES) 2175 2
Lo Fo. BEPRO ONGAICITEE, KREEOEY)RAEEITH Z &,
- SEMEELANOFE L BE T H Z &,
8.3 MBI LAAIZ HWALAIZIE, ROFHEZETH I &,
c BMERIER VEROREZEZE L, 5T L,
- JFAIE UCR—ORA ORI G2 85 Z &,
CJREER DL N EITY 2 L,

6. WENEREATVBBICHT IR
(1) Bt - BEEZFOHLHEE

9.1 BHHE-BIEREDHLESE

911 HILHEBDEBEROH HEE
TOAL T T oV AR R ERERICESE H oMK ENEBD T 5720, MEER A
BRIELZENH D, [2.1, 11.1.3 5H]

912 ERTOA FEHRERIOERRBREICLZEEEEEDHIEET. AFORYPHRE
NMRETHY., MOIVTAR M—ILICEBABRENTORA TS ES
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(2)

(3)

(4)

(5)

ARz e 59 255120, todmzas L, HECRST52L, IV e X b
—VIFIERT oA RPETERBRANC L 0 A& UM bR 2 2B TR L LTV 5
N, YT B AU X BIBRICEIE A R T RS L H D,
GISMAENDEERIIZDOHRERDHIEE (EELMBEDEEDHIEEEKR)
BfER « FRIMER « M/ B NS S TWA -0, MR O B 4 Bk b 5 VIR S
L2 ENnHD, [2.2, 11.1.5 ]
14 ILEREREEDHLHEE (EELIOHETRL2ODHLEEFZR)
TaAR T T EAMBAEERICEE S Na - KOGITREERN S 5728, LEREREE
EEAASEDLZENH D, [2.5, 11.1.8 ]
IS5 EMEENHLEE (EELSMEENHSEEZR)
TaAR T TV EAREERICE S Na - KOGIFREEm A H 5720, IiE % E5F
¥ ENHD, (2.6 58]
I REXHENHIEE (FRAEY VIREXIZZOEBEEDHDEELERKRL)
REEZ LS ED 2 Enb D, (2.8 B8]
9.1.7SLE (£BMT) T b—TR) DEHE
SLE fiEfk (BEEELS) 28385220355,
218 EBMRBRDESE
RREEEZ BN I EDLZENH D,
9194 O0—fENDEE
RS ENH D,
Q110 REELXEHLTLLEE
MBS U CGHEYIZRPEA 2O L, B2+ oI iV EERICR ST 5 2 &, BYES
AT 2BENRH 5,

BHRAEEESE

9.2 BREEEERE

921 EELEBEEETOHIEE
BH LN b, TR E 7T oV U AREIEERICES S BRI TIER” & %
72, BEEAZESEDLZENH D, (2.4, 11.1.6 BR]

922 BEEXEIZTOBREROHLIEE (EELEBEEZTOHIEEZR)
TaRE T T oV AR EERAICES S BMREIK TERR® 2720, BEEZE
bHDHNVIHREEDLZENH D, [11.1.6 BH]

AFtRElEE B E

9.3 FTHREREE B E

931 EELHEEFEDOHDEE
BHL2WZ &, BIERHE LTFEE RS SNATERY, ki s2B82hndb b, [2.3,
11.1.7 28]

932 FEEXIEIZTDERERENOHIEE (EELCHEFTOHLIEEZR)

RITER & L THFIEEDRE SN T B(bH L WITHERESEL L0 H D, [11.1.75
]

HiEReE AT HE
BRIE STV

bt

9.5 iti%

9.5.1 iFREZHEAD &t
BH LW b, @ik (7 v ) THOBEENHRE I WD, £, HiE‘EH O Z
v MIBEE LT25EBRC, RIBOBIREIFERHE ST\ 5, [2.9 2]

952 1Ftw GHREHAZHRC) XEFEERLTLWSAREEDH LI KM
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(6)

(7)

(8)

AR EoFRIEDNERIEZ ElE D SHEr SN HEIC0RKEET D5 L, HETHERIC
(T, BER/NRICE &, WHFKEEMGET R EERIIKRG T2 L, v utx
T —RBIHEA BEAFL AR i ER U, R OBHRERES MR ERD . €
AUSHE D FARIBDIENE E 7o L OWMENRH D,

=2

9.6 IXELIF

B EOAIEIER ORFREOAREMEZZE L, RAOMGSUTTIEZMRETT 5 2 &, B
WEBR (T v b)) TP ~OBITAHRES L TV D,

INR

9.7 /hR

NSRS & U T BRRERBR I35 L T 7y,

[ ik

9.8 SihE

AENT, F& L TEB OIS, £z, MIET7 LT I 0 L OFREEHENRVEY TH 5
DT, BHEREDK TICL Y @m0 RENFRE L0 MET L7 I ORI L Y | b
HEDED DM PREN®mS RDLDIBENRH D, [1.2 B

7. HEEHR

(1)

(2)

HEZEEFDER
REIH TR

HATELZDEH

102 fEREE (BFAISEE T HC8)

KA 5

HRAEAR - HEE ST 15

B - SR+

7= U R PuEEii Al
U7y ) A

7o bu s UEROIERE (i &4k
FYTEMBD) B s OWmE
N Db, PgEmiERZERT 52 &N
HLHOT MERNHIVIEET D &,

AFloe hTOEBAMEFEIL, 99%E
&<, BEBARDOE WA LR
% & i A IR O O SR AN L
ZOHEANOERNER SN0 EE
ZHNTND,

FT Y RRFIRREEA
E R 7NV AFT IR
ERkesanFdF7rT R

A

&

FIRBEEAER 238 T 28T b
%,

RENOBRICBIF LT aREZTT D
AERRBLEEMAIC X . k. Na OHE
PRADERDLTEDEEZ LN TND,

U F v LA
IRERY F 7 L

My Fo LBEEL LRSS, VFY
LAFEREEZTBZEANHDLOT, I
FOUF T AREICEEL, REXRD
EHET 52 &,

AFNOEIBTETaRE ST
EARIEERICLD . 1R F 7 A
OEPM AR D S BT EEZ BN
T3,

Ak bFLFH—F ARMLRY—FOMFREZED L | ARNOBRICBTDLT0ARAL T TP
BENRDHDDT, BEE 54T ) |EARMIEEMICEZY, A b hLSH
&, — F OB AL SEE D EEZ
ShTW5,
8. ElYEH
11.814E R

ROBRWERNRH DML ZLB3H DD T, BlEZE T7IATV, BEDFO bNTHEITITR

G k4 % 72 EE e g 2175 2

&o
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(1)

(2)

EXLEIER & MEEIR

11 EXLEMER

A1 avy (BEERR)

NA2T7F 74 5F>— (BER)

T 74 7% — (WREEE, S, S, mERE, W% BNhobid I L
N5,

MA3HILESR (BALZEESI I ELHD) (0.1%KH)
ZHICEDGAEOLHLOT, BE (B, W, M - T4 Bt 2355806
N AITIE, BB U O, IR3E, P IbE o) 2 @El 2175 2 &, [2.1, 9.1.1
2]

114 DEEHRKIFEFFARLE (Toxic Epidermal Necrolysis : TEN) . RIE$LIRARfE{ZEE (Stevens—
Johnson FEMREE) (W90 HEEARH)

11.1.5 AmEkEA . AmERm, |EEHBRIE. M/MMRED (W90 b 5EERH)

[2.2. 9.1.3 2/R]

11.1.6 BRE (BEEARH)

SRS (AR R, BAEEEs) CBETRAE20BMEERL Db Z R
%, [2.4, 9.2.1, 9.2.2 ]

11.1.7 FFEREREE . &E (W7 b HEER)
AST,ALT, vy -GTP O bHAF40E 5 IFEREFEE  SIENH B d 2 &3 d D, [2.3,9.3.1,
9.3.2 2]

11.1.8 5 ~mELAFE (FEEARD)
[2.5. 9.1.4 Z1R]

11.1.9 SFERBR MR 2. RIEEMERTZE (W3 40 b A )

FERN, Ik, PR N, BOER X AR Lo REREEOREGED b GE I3k 2 ik
L. BIEREA VT ARG EOEY Z2NEZITH 2 L,

ZDHMDEER
11.2 ZD D &EIVE A
0.1~ 5%ATis 0.1%A B ANH
B BB, F O PERK ER2 FLBE, SeRBBUE, SREL. B
R, REmER (FiEk
e M 2% 2 & L)
W bas Mg, EO - TR, BARR [k, (HEK Lo

&, THI. ANZ. AR
B, MEEshzmE, Sk, B

&)
R thieg R HEN LU, W', B9M R
JiTfik ITFERESRH, (AST, ALT,
Al-P O F5H%)
GLL EHEESE (BRHJR. BUN
O _EFAE)  BUETR MR
IIR7:3 i GFRRERYE 2 A if BR s
sl R, Mo PRI, R, 1ETY FEAR. HEIRINEE, BhPR. Wi
B, BRERE, SRRE O
ERzA=ED)
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<GHEHH
HEABMERERBERUVERREERE -8 (HHFEKTHET

” BRIl e | mmesige 2t
A E 5K 1,466 6,007 7,473
IR S5 38 BUE 14 152 183 335
RIVE SR B 208 234 442
RIVEHSERBUERZ (%) 10.37 3.05 4.48
* o KR LR OFRA 5 1994 4F 10 A 1 H~1997 49 H 30 H
B BIE SR BUE B (50 =R (%) )
BIVEM S ofEsH - - g
TR E T FRRIRELABE
KE - RIEREHRES 23 (1.57) 22 (0.37) 45 (0.60)
FLBE — 2 (0.03) 2 (0.03)
T2 1 (0.07) 1 (0.02) 2 (0.03)
EAER 1 (0.07) 1 (0.02) 2 (0.03)
Z 9% (i) 9 (0.61) 3 (0.05) 12 (0.16)
32 17 (1.16) 17 (0.28) 34 (0.45)
i - REHRERET 8 (0.55) 6 (0.10) 14 (0.19)
ZhIE Y R 1 (0.07) — 1 (0.01)
Bk 1 (0.07) — 1 (0.01)
SHYR 1 (0.07) 1 (0.02) 2 (0.03)
LU 1 (0.07) 1 (0.02) 2 (0.03)
O LU 1 (0.07) 1 (0.02) 2 (0.03)
LU 1 (0.07) — 1 (0.01)
JiNES — 1 (0.02) 1 (0.01)
T PR R — 1 (0.02) 1 (0.01)
HED 2 (0.14) 2 (0.03) 4 (0.05)
HREEE 1 (0.07) — 1 (0.01)
H AL 1 (0.07) — 1 (0.01)
R - fIEREE 1 (0.07) 1 (0.02) 2 (0.03)
g 1 (0.07) 1 (0.02) 2 (0.03)
ZTOMOHHKRRERES — 1 (0.02) 1 (0.01)
FLIR IR — 1 (0.02) 1 (0.01)
FEEEE 1 (0.07) 2 (0.03) 3 (0.04)
IR 1 (0.07) 2 (0.03) 3 (0.04)
SHIEERES 87 (5.93) 124 (2.06) 211 (2.82)
77 A O — 1 (0.02) 1 (0.01)
GES 1 (0.07) 11 (0.18) 12 (0.16)
BRIt — 4 (0.07) 4 (0.05)
M 5<% 13 (0.89) 18 (0.30) 31 (0.41)
M 3 (0.20) 4 (0.07) 7 (0.09)
T 8 (0.55) 10 (0.17) 18 (0.24)
AE% — 1 (0.02) 1 (0.01)
M2 5 (0.34) 8 (0.13) 13 (0.17)
M PN RZ g% 2 (0.14) 1 (0.02) 3 (0.04)
LR R 6 (0.41) 7 (0.12) 13 (0.17)

23



RIME A 55 O

B PR 5596 B B (R0 %)

HAFREE T GRIRFLARE
BHRARIR 8 (0.55) 11 (0.18) 19 (0.25)
=R 3 (0.20) 1 (0.02) 4 (0.05)
HigE AL 1 (0.07) — 1 (0.01)
[y 55 (3.75) 63 (1.05) 118 (1.58)
(s 1 (0.07) 1 (0.02) 2 (0.03)
RS (%) 3 (0.20) 2 (0.03) 5 (0.07)
PSR — 1 (0.02) 1 (0.01)
EafE — 1 (0.02) 1 (0.01)
Ik 1 (0.07) 2 (0.03) 3 (0.04)
(703 — 1 (0.02) 1 (0.01)
I - EEREE 13 (0.89) 12 (0.20) 25 (0.33)
R REREE 2 (0.14) 3 (0.05) 5 (0.07)
JH B RERE 2 o> 1 1 (0.07) — 1 (0.01)
AST (GOT) k& 10 (0.68) 6 (0.10) 16 (0.21)
ALT (GPT) k& 7 (0.48) 6 (0.10) 13 (0.17)
NVAT I R — 1 (0.02) 1 (0.01)
TR B 5 — 1 (0.02) 1 (0.01)
v-GTP L5 — 2 (0.03) 2 (0.03)
UL VR (E) — 1 (0.02) 1 (0.01)
KH - XEEE 3 (0.20) 2 (0.03) 5 (0.07)
Al-P L5 3 (0.20) 1 (0.02) 4 (0.05)
L REE b5 — 1 (0.02) 1 (0.01)
i - MEREE (—#%) 1 (0.07) — 1 (0.01)
& I 1 (0.07) — 1 (0.01)
D DRER DR - FIRES — 1 (0.02) 1 (0.01)
BeLE — 1 (0.02) 1 (0.01)
FRIMERES 3 (0.20) 5 (0.08) 8 (0.11)
RSB MEE 1 (0.07) — 1 (0.01)
E=gil 2 (0.14) 5 (0.08) 7 (0.09)
Hnsk - |RREE 2 (0.14) 1 (0.02) 3 (0.04)
IFERER I % 1 (0.07) — 1 (0.01)
TR e S 1 (0.07) — 1 (0.01)
F 1. BRI E — 1 (0.02) 1 (0.01)
WIREBRREE 9 (0.61) 12 (0.20) 21 (0.28)
JviF=y BE&H (fnH) 1 (0.07) 1 (0.02) 2 (0.03)
PEASEEAY i JR 2 (0.14) 1 (0.02) 3 (0.04)
B R RE R — 1 (0.02) 1 (0.01)
BEAR 4 (0.27) 6 (0.10) 10 (0.13)
FIREIR 1 (0.07) — 1 (0.01)
PREEH — 1 (0.02) 1 (0.01)
BUN |45 5 (0.34) 3 (0.05) 8 (0.11)
R EBRIR 1 (0.07) — 1 (0.01)
XMEETE (38 EE 1 (0.07) — 1 (0.01)
A #RANE 1 (0.07) — 1 (0.01)
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10.

B B P S8 BURE B (503 (%) )
BIVER & oA - - F
TR E T KRRIRELABE

—RBHEEES 14 (0.95) 8 (0.13) 22 (0.29)
AR IE 2 (0.14) 1 (0.02) 3 (0.04)
e 2 (0.14) 1 (0.02) 3 (0.04)
B RIE 1 (0.07) — 1 (0.01)
I 1 (0.07) 1 (0.02) 2 (0.03)
FEEN 2 (0.14) 1 (0.02) 3 (0.04)
BE () 1 (0.07) 2 (0.03) 3 (0.04)
TEIE 1 (0.07) — 1 (0.01)
BDIFTY 1 (0.07) — 1 (0.01)
TR IE 1 (0.07) — 1 (0.01)
FHEERR RS 1 (0.07) — 1 (0.01)
TR R 1 (0.07) — 1 (0.01)
TR 1 (0.07) 2 (0.03) 3 (0.04)
IR 25 J) v e — 1 (0.02) 1 (0.01)

BRI OBARITFEBUEBIE GEBIECR) . 8 %~ ORIEH ORI

I (HFEER) 22 nZhoRds,

el B R 1 BIAE T 8 B
KGR £ TOMAE i Y A Ao A A
ST % 4 RIEFZE BRI ST 4 RIEF BRI
REPIEC | g | ek | osEmis | REPVBC | g | opes | oEmis
By v~ 533 69 112 12.95 319 29 35 9.09
ETNEBIEIE 299 33 42 11.04 1,317 43 51 3.26
NG SiE 177 16 21 9.04 1,705 44 54 | 258
T BV ] P 4 114 13 16 11.40 495 12 21 2.42
SHpUAE (BT 107 9 11 8.41 357 8 9 2.24
s ¢ 59 4 4 6.78 162 1 1 0.62
FhiTts DR - RIE 583 17 25 2.92
SME% DS + JhE 7 ° ’ 42 682 10 13 | 147
. BBRRERRICRIITEE
12EERRERRICRETHE

EUNERBRTREMEEZ R T I LB H D (RPICHREEND 7 = / — /W L D),

BEXRS

13BERE
13.1 fE4R

AT v A FUEH R BRI O B 5RO — kA2 iERIE, rEIR, BR,
R TH D,

L - WG, D
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. BRELDIE

14 ERALEDEE

141 BERIRAEFDEE
PTP @HEDORANL PTP > — b bRV B L CIRAT A Ko &5 2L, PTP v — hDO&
RIZE Y BEOEABAEIERBEA~FIA L, BT E R Z LTt XE O EE R G
HEZOFRT D b D,

12. Z0f0EE

(1)

(2)

BEER{E A ICE D < 3R

15.1 BRERfE R I E D 1E#R

15.1.1 [ENIZIHBWT 1 H 600mg Z i 2 5 & CORKFERITEENR L TV 7R,

1512 3EA T A REEREFRE A 2 BRI G5 ST D MBIV T — R 22 R FE 0
LI DWEDRD D,

JEEEREERICE D < 1BHR
BRIE STV
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X. JEEGPRERERICBA9 HIER

1. ZEIBAAER
(1) EMFEEAER
(VI 3EZhSEBLICRHIHE | OB

(2) TEMEEEHER

—GEERIE] & U CHARphiR R, B HERSR, JNTEARRR. MR - 78
PR, MAEELZ R 2 ERIC OV TRES LI2RER, SIS < L bh

R R RPERE

5 ENEBOMHENEM GO bz, £ OERITRE TH T,

Bidm R TUEAD. ML UEER

HBroE A B Sibis B | Bk | AR - R R
HSSEBNC T A | e vk
WaEBC R IR | Gk <~ A
{7 Bt R T
il -
i j”’ Vb A=V R B R L T T B i o
O AR i
i N VR R <A 8 100mg/kg (p.o.) | TEFZ L
w0 WIRTR AR B 1 F o B
7 [T s
B R BRI R | o R R A 4 1 o
EH gz
I MERR — B R JE M B & OVH % .
A V2 565 B A1 rotaliPeria A 5
G A R R ) 3R 1 ke e
H | &5MEMIGR K OBE iﬁig;g R VA7 2 b= 4 10mg/kg (i.v.)
e | RIS B R - ‘
ﬁ WL K5 5 (R S KRG T C D REALAIE frz L
e —
= 7w b 6 100mg/kg (p.o.)
T NSRRI T AR | BRI I OO W B 0 R
0
g | SR BREE S TR CE P Vi AT 6
T 1% e L
g B R S SR T & % By | 6
10mg/kg T —
k . o S 0D I DR 41
. | R 90797 JENYAT -
MR i s kv | T s , B . g,
. J Iy iﬁh%mpﬁr@io LEFHCED | x= S| 1-10mghkg (v |y g o
p UL H
] 8]
ce | PENR. MLER KOV | PR 90797 | FENVAT . .
g (S X (3 B LR L B HIE vy 4 | 3~10mg/kg(iv) | fEA7ZRL
| S A - e 10-%mol/ear T
= ﬁgﬁb”mg“”ﬁé WEEHT & 5 e s |8 | 109-10-molcar | FELRIN
(5 52%)
o . 10*M CTHIEN K
s S RPEIE S VAT a3 L Y Lo
AR CIAT DI | Lwatic & s hmvsanse PR
EVEY b 7 | 10°~10"M (K 17%)
e L1y B ] ERMEENNIVAT a2 L B
RRHLIARS IR T IR | e TEm 7 L
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e
e

(p.o., 4 1A [A]ELfE)

RERIE H RER Tk EHEM | Bi% | HE - 5K jL s
o s ey . o " 10-M T [\l i B
iﬁ?;ﬁ;ﬁﬁ ) 3 B | %l\iaﬂgr;us G pe =Y NI [E1) N e 4-5 | 105-104M FOMERS 0 [ B
i S ) 2 45 A
107 & % W%
3x10'M LA | T
. S g H B R O ]
. - - _ | Magnus V& GEMEIE=, TR LS h s
Tﬁ-ﬁm%%gﬁﬁiﬁbcu P = N - —8~ -4 (/{/]\ )W‘//ioct
A5 }gﬁﬁ%a\%%zoaﬁ% Z v b 5~8 | 108~10"*M Y 18714 Na
# 13108 % 5N
10'MEL ECH
BhIEB O M)
10*M Ttz
- BHKEHICHT 5 G2 Y DA s
H 10M LL F T
i fF Magnus % (K& ) ey b 4 107~10*M ) A
i
Hobvn a- e ER7Z2 L
HUreval AE M
ey EH Magnus 1% ([=E1) ey b 5
TN VIMEH 10“M ER 72 L
breeb=v1EH Magnus 5 (H 50
7wk 4
FLVT N VI AER Magnus % (&)
Ik EeE % (7 nphevt™ v
WEfE], TEVEALERy bovl” | iy RE EREREIC L S0 | 100mg/kg/dayx2 ;
7 SAF D) (R 1 | HEREERE R O 7R T o) fEmzs L
H
. . - 100mg/kg T CI
REBIORPERE | oo rmmrae 1o 10~100mg/kg B 7, 35
HEBEC X35 (R JRE., EffER X0 pH .0) ﬂFfﬂi;ﬁﬂ)ﬁ{)ﬁ/
(9 33%)
= S
) 7wk 8 100mg/kg T #%
1th T, VAREEYS E DY M A I (N R 30~100mg/kg JEART
2 WEfEI)
100mg/kg
ST B 0 | ABNEAEE o kT 5ok | ¢ |Gpy HED P72 L
AN EEAL (T SR P '+ z 10,25mg/kg/day

ERE . ~ 7 A (ddY. M, {KE 17~36g)
Z > b (SD, M, IR 130~330g 72 & ONCHE, FEALNR, IREER 240g 36 L OME, 4E4R, IREER 290g)
E/LEw b (Hartley, H, KEHX 650g)
7 (JW-NIBS. K, {KEA 3kg)
oo (HEFE, MERE. REH 4kg)
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(3) ZOMOEEHER
BB L

2. sHRER

(1) HEESEHHERY
LDsy (mg/kg)

&5‘%}:&% ] ¥ Vi
P (6 #&n JERZEN KT
s 593 364 512
~ 1A
I 596 338 502
Tt 94 100 113
7 v b
ivid 275 145 216
(2) RIEZRSSHEHER D
Beh 51k Beh& (
B ¥ 511 (mg/kg/day) i
Zv b |3 » AXERD 4, 10, 25 10mg/kg T 1 B, 25mg/kg TIEIEEHNTEHILE DIEEMEZL(L
BeH5%.1 5 AR &%h CRERES B RAE. BN ERD BV, 1 4 A B DKL
o a4 B ] % 5% L D[EE LTz, 25mgkg #5-8E CIHLE OEBIZERT 5
JTRRET ﬁﬁt{ﬂﬁ) WO b, EEREREIT 4mg/kg “C&)o =
12 » ARKERD 4, 8, 16 8mg/kg #5-TEFEEANT, 16mg/kg TIZIFEBNTHLE DI
BehH#% 27 BO A LN RO Tz, F7-. Smgkg L,LLTEX AR ERER S
[E118 HA & 5% 0T R R L ERAE DN | 16mg/kg T 2 Bl ALIHEETE N80 b
TRt oo THUHDOEARIE 2 » HRBIORIEIZ XV [BIE 720 UIRIEA
M Zor LT, 2B 5T dmglkg Th o7,
A X 3y ARERND 5. 25, 125 25mg/kg B0 HIHLE OSMERIEN, 125mg/kg j&“%mi“{%
5451 » AM B OVESE ., Il BRI S O BEIN, B RO SRAEL B A3
o a1 B ] % 5% L CTHHALEVBIBI TN T 5 36 T 6 23 73 &)%zht AP ﬁﬂ
TR OEEHIME TREOMRA TIL, ARB O EEZBD /2o T, &
BT Smg/kg TH o7z,
12 » AXiER O 10, 40. 80 10mg/kg £57H#FEOZL, 40mg/kg &fm:azmw@o‘
&5 B/ufoeb\uaﬁb) W bz, £72. 80mg/kg ¥ 5T 1 filiC
FEHEDGRO HivTe, MR 3mg/kg &?’Eﬂiéﬂﬁo
(3) EinEMERER 2
A 2 7218 w22 IR Lk m LB s Mie 2 W - e R B E R RS L O~ 7 2 % [
b‘f;d‘*““ﬁ% l/\f ﬁﬁ%ﬁl\ mu&)ﬁ)hiﬁz))/) 711_0
(4) DNARMEFER © 40
VRIS AA, T M 24 A, REEERGFEBROMSER, WEMEITREO bR oT,
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(5) AmERESMHHER

w55k - h& ;
DR P Cmp | S| (mgke/day) iR
16mg/kg THREICIHILERREDNGRD bz, MrEZ » k
DR, ZIREINI L HBEITR O bNehroT-, I
- BT IR TlE 8Smg/kg £ 57> b ARERINEL O BEINAS
M | B X OV E | 1 4, 8, 16 16mg/kg 5 THPRE DO EEINE L OAETEIR O A
W D DT, BRI EYO—REEICE LT
8mg/kg, F7oMEREDAERERE /IR LT 16mg/kg. IR - If
JIZxt L Cld 4mg/kg Tho 72,
FEHIZ 16mg/kg 155 CTIHILE OIS DFED LT3,
JEWAZ DU T 16mg/kg % 5-F THRATEEITRD Hiv
i LI =GR I 4 8 16 P BAERIZOWTY 16mg/kg 5 F TRETFEO O
B IR o Ripole, MERERIIREY O—MEIEIT LT
7 vk 8mg/kg, FFEIMOAFTHIZKRE L CIE 16mg/kg, MBI LY
HAEIZ % LTl 16mg/kg ThHo7e,
2mg/kg $e 50> IR O R 4mg/kg 7> 5 7y ik
EHEEEOLABIOEERN., 8Smgkg &5 THERD
KTRRO BNz, F72, 8mgkg #5 CTHEERE DR
T s 48 2N \?mg/kg ?ﬁffﬁi% tHfE%—‘O)ﬁT:BJ:U“fET?%O)ﬁT@
M | B r o %L o T AR DAV B EEAMI LI OREIITH BT D b
o Teole, MBI RIEIW O — RIS KT LT
& 2mg/kg, FHEMOAFEIT R LT 2mg/kg A, HAENR
[Z%F L ClE 2mg/kg Th o 72,
0.16. 0.8. 4. 20 ;lbing/kg B 5 TR P R O BIARE O IGHEEF 237 H AL
BEMIZ 128mg/kg #% 5 THILE DIRIBITHER ¥ 2 38 C )
WNERHO S, JBIRICOWTIE 128me/kg % 5 CTHEATEIR IR
& 4 i #&a - BRAE I 8. 32. 128 REORRADBFEO Gz, 128mg/kg #5-T LA ML

BRI

IR bR h o T, EREEIIREY O —REMEI
LTI 32mg/kg, REEWMOAFEITHRE L TlE 128mg/kg, Mh
A LA RIR LT 32mgkg Th o7z,

(6) BFFIMLHER
B L

(7) ZothoiFHkEHE
PR PERR SR 52
E/AEY MEHWZEE
BERET 7 4 T X% IR L OER T VNI SZ BN T, BURMEITR O HivZe -

7':’
—o
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X. EEMNEIEICET HIEH

1. HER
BH] 0 NA RXUBE 100mg, A XU BE 200mg FHE
By = N KT 7 BI3E

2. A
34

3. AERETORE
RIRARTF

4. BFWEDIE
BRE ST

5. BERITEM
BEMERELT AR 2L
<FVoLEy @ HY

6. BE—m7 - F%E
[Wl—mk5y : AAT T v 78100, AT T v 7 §E 200
g : /a7 =2F7F R NIDA AV RAEY Y FhTunrdzry Xy 7FarzrF Y
YA, BLaXxis AuXxihA, v ) XTH A

7. EEEEFEAH
198448 H 2 H

8. BERTARFABRVERES., EMBELNHKFAB. REMLFAE

W5c4 RS BEAAREA A KBE A AL EI R A A WRoEBHaatEA H
A AU BE 100mg 19947 H1H 20600AMZ01112000 | 1994 4% 8 A 26 H 19949 A 9 H
A U BE 200mg 19944 7H 1 H 20600AMZ01113000 | 199448 H 26 A 19944£9 H 9 H

9. MEEXIIHMREM, AERVAZEZEEENENOEABRVZOARE
2009 46 H 12 H
e - R MEMEEY v~F) & [MEFHY v~F) ITEH

10. BEAERE. BiORERELAREABRUZOARARE
HREAAERBEMEAR 200343 H 26 H
SRR 14 5558 2 A GKRIEGEH) OWTICHees Lawn

1. BEEHM
64F 199447 A 1 H~20004-6 30 H ($7)
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12.

13.

14.

REMREHRICET 515K
AANFI GBI 2 HIFRIZED STV,

£fEa—F
o JEA T B ML | ERIES 2 — R .- o L7 MERALHE
5e 44 I B = — | (Y] 2— ) HOT (9 #1) &= L 2F Afa—F
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