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PR 15 EFH L IV IEED A 72 [ 72
& & BB — TR RRER
Thol,
pH 5.0 4.9 5.0
L AR RSN [l /e [l /e
(%) 99.9~100.6 99.8~100.1 99.2~99.8

*1:

TEIRIETRAE N (25°C. 60%RH) 12 10 fEIkiE L%, HicEx L

k2

GO A n=3 TE

iz PAER ., A 16g ((KE 22.6kg OO 5 ARG ORGEZRE) Z2HhEMY ., He L-TRET

BRE# D2 EMERER (25°C, FAGHZEE 60% (53MM) MO5C (12 H)) OfER. TR %
SENDS3% [ h—TU ] IZZENFNOREBRIEH T, 13EAEEBLERBO N1,

. REERVBRRROREL

Y LRV

e ORE
LR L

it (PEEFEHEIL)




9. A

(1) HERVRERSE
AEILAZIENLE Mg T ~—"]
A Z I ENVEE Thmg [ F—U | |3, BESINFEEHBICESG L TWD Z ERMRINT
AV

5ok BRREHRERE (BEHEEASRT y ME)

ABRIE © K 900mL

[Fl#EA%L © 100rpm

WESE kv~ 777 4—

O 15 O HED 85% LI LD L X3S &7 5,

AEILFZZIEILDSI T —T]
AN HIENDS3% [ h—T] 1L, RESNTZEHFBICEEGS L TWD Z ENHERI LTV
%,

o BREHERRE (O8N RE)

AR - W HHEERES 29K 900mL

[FlHA%L : 50rpm

WEWE Gk a~ NI 7 40—

B 15 S omHERN 85%LL Ed & 2 13HE LT 5,
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(2) EMEHIRIFHEAER
eI ZIEEETomg T F—"7] 49
FEAZ I ENVEE T5mg [ F—U | 2O\ T, THIFED R 2 8K O8O 7= 8 O W) [R5
YRR A R T A ) (G243 1 19 B EEFEH 03198 1 %) LT, TA RFT7A )
WZHEW, IR AT o7,

<WESFAE>
AERE © pH1.2, pH4.0, pH6.8, /K Melfk% : n=12
[mliE4% : 100rpm ERE - R ANy M
FERIUA] . A I ELEE T5mg [ F—T | FEUERIZ . 2 I T H TN TS
pH1.2, 100rpm, [EHE 25> ME pH4.0, 100rpm, [RIfiz SR M
120 ¢ 120
100 | o —o—stmmam 1001 -8 —O—BBREA
80 80
T ool —e—EHNE g | —e— iR
Ex) 7
2 2
=40 - 40
20 | 20
0 0
0 5 10 15 20 25 30 0 5 10 15 20 25 30
BERA (49) B (45)
pH6.8, 100rpm, [BlEZ/ N> Rk 7K, 100rpm, [FEHENZRT v ME
120 120
) —o— ShER 100 | . —O—ER N
—~ . 80
W —e—ENA H o L —— i)
=2 Ex|
@ i
- 40
20
. : 0
0 5 10 15 20 25 30 0 5 10 15 20 25 30
B (59) BERE (49)

FIE (%) £ S.D.

FAINE D) FTE R OV E il R

Mg | ERIEEH %)
BRI R [ aBR | fEiE RO |
Oy | wg | s
pH1.2 15 100.4 | 100.8 ]
Igﬁ'ﬁw]:;\ pH4.0 15 98.5 102.1 | 15 45LANIC 2R 85%L) | 16
DR e -
100rpm pH6.8 15 98.6 101.3 B i
7K 15 100.9 99.0 &

FROMELY, TRTOBRREKMETHA RT7 A4 o OIEHZEEI OB E LM ICHE L.,
A H I ENEE T5mg [ h—T ) L EEHERIF O BN TFERL L T D &l L7,

- T, B MIBUT24EMFRRIEERBRZITV., B X I EEE Tomg [ b—T ) (34%E%E
UK & DA R RS R S LTz,

11



FEILZZELDSIY T k—"7] 49
FENHIENDS3% [ h—T] IO\, [ERBERLOEY RGBT A K714 ]
(G243 H 19 H FEAEKER0319F 1 5) LITF, A KTA42) IV, imHRERE

177,
<MESM>
WBRiE - pH1.2, pH4.0. pH6.8 FRiE$L : n=12
[ml#54% : 50rpm AERIE R RVEE
ABREA AL Z IV DS3% [ h—17 ) BEHERIE . F I TNV RTA vy T 3%
pH1.2, 50rpm, /% Rk pH4.0, 50rpm, /% Rk
120 120 -
100 r . . —o— BRERSLH 100 r * —o— BB
80 80
Lol —o— LA 2 w0 B
B B
g 40 @ 40
20 20
0 0
0 15 30 0 15 30
BER (5 B ()
pH6.8, 50rpm, /% R/LikE
120
100 - Y L] —o— HEREIA]
80 r
ol N
Ly
H40
@
20
0 L L
0 15 30
BEME (4)

IR (%) = S.D.

FAIPE ) HEHE R UV E Al A

s ERIES R (%)
VeSS WP | 2Bk FEE FELUME D) 7 H e HIE
G | mm | s
) pH1.2 15 99.1 99.3 PRSP M 1
N R 15 77L 2R 85%L N
50rpm pH4.0 15 99.1 98.8 e 1
pH6.8 15 97.7 98.5 it

FROMERLY ., TXRTOMBRSKMETHA R4 > OEHEE ORI O ESLEIES L,
AR ZIENDS3% [ h—U ) LIEMERGHOEHEEBENIEALI L T D Ll L7,

> T, & MBI 2EWFHNREEREBR 21TV, A Z I DS3% [ F—U ) (TR
il & DA R EVE DR Sz,

12



10. & - ax
(1) FEHNDELER - B, SENSHRGRE - aKICHT 158
LA

(2) %
(AEILZAZEIEGE T [ ~—7T 1)
10 8¢ [10 $£X1 : PTP]
100 & [10 #£X 10 : PTP]

(AENLEZZELDSIN TF—T1)
30g (/N7 HBRKIAD ]

3) FEE=
PR

4) BEOME

WAL HRE Mg
} PTP AUk =1L, KUY Ny 7LrFtoxFLr, TAIH
PTP &% - ; —
to— : TAI=UL RV ZF LT IF— |
R T A
R ApdE
TUER I T oux
1. BRSNS EME
MR L
12. =itk
BRI L

13



V. JBEICEEYT 4I1EH

1. ZHEEXRIFHE
4. FRER LR
ABRREBREAVINI VI INABREERVED T

2. PEXIFHRICEET HEE
5. MEERIESRICEEET HFE
CGRE)

51 AT B AL TNV U0 A )V A BYYE L BT SN2 BEOBRDB G LR D08, Hiy
ANAIDOEEN AT T BRIA TV D A )L ARYSRE DA T O BRE IR L CTIINAE
TRV L 2B E 2, BEOREEZ FOBIE L LT, ARIOMEHO LN 2 EEIC R
5k, BRT, SRR OEIREIZEEART, ZTOMOERTIIA 7 o PIZ K DT RME
WZLtEEBEETDHI L, [1.1 58]

(CFB

5.2 FHIE LT A I NT BT A )V A RYLE & FIE L T2 B O REF IR XTI R AT
ThdFROFEENGET 5, (1.1, 7.4 BM]]

- g (65 Ll L)
- B PEER g RO IBME DR R RS
- RETERE BRARE (BRI S)

- PR RERE E R
(Zheet @)
5.3 AFNIATRITI BRI 70 P 7 A )L ZEIE LIS O RGEIC IR E N 720, [1.1 &
i ]

5.4 AFNTMERRGLEIZ TR R 720, [1.1, 8.4 2]

3. BERUA=E
(1) BERUVRAEDOHESR
AEILZZIENLGET Mg [ k—7 ]
6. AR UVHA=
CGaE)
W, AR OMAE 37.5kg DL ED/NRICIZA AL Z I EALE LT 1A T5mg 2 1 H 2[5, 5
AN &EE3 5,
P
[BIN
WE., Il LT1H75mg & 1 H 1, 7~10 HE&RE 545,
{KHE 37.5kg LA LD /MR
WE., LIl L T1HE75mg A 1 3 1[HE, 10 HREREO#EEGT 5,

14




FEIILZZEILDSIY T h—]

6. AiZRUVRAE
CaE)
BN
R, AeAZIENELT1IE75mg 2 1 H 2\, 5 HiF, ARERE L TROKS5T 5,
NG

W, AEAZIENE LTCUTO 1EHAELZ 1A 20, 5 HE., ARRE L CRO®KET 5,
7720, 1EEEAREIIAELZ I E LT 75mg £ 75,

PNROGE  2mglkg (K7 A4 vy 7Hl L LT 66.7mg/kg)

AN, LEOHA  3mgkg (K74 v r v 7AlE LT 100mg/kg)

(FH

DN

WE. AEALXIENLLELTLIET75mg 2 1 H 1[F, 7~10 HH, ARSRE L TROKET 5,
/NI

WE, AL IeE LT 1 EHAEEZ 1 H 1R, 10 B, AREE L TRO&ST
5o 22U, 1 EEEHAEITZAEALZ I E LT 75mg &1 5,
YyNROGE  2mglkg (K74 21y 7AlE LT 66.7mg/kg)

(2 AHERUAEOREREM - R
TR L

4. BERURAEICEEY IR

HaE
1 RERVHEICEEYT 53
CaR)

1.1 A TN o FRIERDOFEBLN D 2 BUWICRG 2T 2 2 &, ERFEBN G 48 Rk
BRI G2 BiR LIZ BB ICB T DA IMEEZ BT 27 — 2135 Tuhan,
(T

1.2 A TNx P T A AERIE BB ML 2 A LINICIR G235 2 &, 3kt 48 I
[AIRIE R I G 2 MG LTS BIC BT 2 A2 BT 57 — 2 13/F o Tnin,

1.3 A TNT T A VA EGEIT RS 2 FHIsh R AF 2 L TR L T 2 81 o 2
Fifid %,

FEILZIEILEE Tmg [ F—7 ]

(GhEe @)
1.4 R\ OB EEREREEBE TR, MERRENEENT 50T, BHEEOMK TIINT T, kO LX)
e HEEBRZETHZE WMEANIBITAEICEL D), [8.2, 9.2.1, 16.6.2 2]

JVTF= 7T TR 51k
(mL/%73) i TBi
Cer>30 1[5 75mg 1 H 2 [A] 1[5 75mg 1 H 1[A]
10<Ccer=30 1A 75mg 1 H 1 [A] 1[5l 75mg @ H
Cer=10 HELE A &3S LT

Cer: 7 V7 F=0 0T T A

15



FEIILZZEILDSIY T h—]

(Gheett@)
1.4 R\ OB EEREREEBE TR, MERRENEEMNT 50T, BHEEOK TFIINT T, kO XH
I HEZBZETHIE EANCBITAEICE D), 8.2, 9.2.1, 16.6.3 4]

N =~ N 51
V7T F=r7 )77 A (mll5y) T B
Cer>30 18 75mg 1 H 2 [H] 1[0 75mg 1 H 1[A]
10<Ccr=30 1[F 75mg 1 A 114] 1A 756mg & H
BEES
1[E30mg 1H 1][H]
Cer=10 HESEF ST L Cne

Cer: V7 F= I UVT T A
(%) ESTIE. SVNRICBTAARRIO 7 )T T AEEEZZBB L. UL R TIRERERE &
AEN/HVWSNTNS, [16.6.1 2]

R [ 7 )
15kg UL F 111 30mg
15kg =iz 23kg LA T 1 [A] 45mg
23kg Z# % 40kg LA 1 [5] 60mg
40kg #H % 5 1[F] 75mg

#) AE (mg) 34 ELZIEALLELT
RRICHCZEAIT 1 B 20, PRHICHWDSEAIE 1L H 1E

5. ERERRE
(1) BBRT—R2/\vH5—2
B E R L

() EREEHR
AR L

() MERGERHER
AR L

(4) HREEMIELER
1) BshEREEaER
V. 5. (7) Z0fth) OESMH

2) B
(V. 5. (7) Z0fth) OESMR

6) 8% - FEANHR
AR L

(6) AEMNER

) FARERAE (—REARERE. BFEFERAERE. FRARELERAER). SEREET—
AR—RFE, HERFTRERABOANR
Bt A

2) RABEHELELTERFEOHNEIIERE L-AE - HBOME
BAARNA

16



(1) Z0ih
1) B EAERAE
AEILAZENLEGE Mg [ h—"]

17.1.1 ERNFEIHERE CAEHER)

TR R E LT mmwmﬁ%(ﬂn%%)@5aﬁ&5 BIFAA 70T PR
HE (B TOIERDLET D E TOREM) | T?éﬁmé%uT_rﬁo

A T NT Y EIIERE &k L Lf::i%*ﬁtt@%ﬁ%ﬁc:%b VT, AEAZ I UERE
WZ& 0, BREHIEOEREOM, EAEEOIK T, vA VA TMIORAD . AR ORI O 85HE
B sz, 12

A 7 P (REfE])

e BE | i A v T v YRR
A sy | EPIECTS i (95%(E I
S R D 70.0 W] ™8)
A d I N R 5 HfH] 122 44l (53.8-85.9)
L 93.3 E%EF'Eﬁ

ED FEAZIN) VBEOREROHE A2 I E LT1E 75mg % 1 Ei 2 IEI

VEQ) A v T FERY T A L RS O 5T k0 HE L

*3) p=0.0216 (77 tHLDLK)
FrH e UEtERSEEORIERIL 154 B 51 61 (33.1%) (23D B, FH 10 4
(6.5%) . ME9@ 701 (4.5%) ZTdH -7z, 19

17.1.2 BN EMHERRER CAERAR)
Kook &R R CHEB SN 7 T R 2 5 & U2 B IR KRR (WV15670/15671/15730) &
5 HEGIZBIT A4 7 RN (2 TOERNUGET 5 £ TORM) 2T 548
hEZ LU NIRRT,
Ao I URBRIEICR Y BRI OB ROM, EEEDOIKT, UA VA
OENE, RO RIEHIMOERENRD bz GHEAT—%), 19

A 7R (R

. 5 et KT 9) A 7z FREE I
e gy | P P (95% (2 AT
LT R D) 78.2 FR§fi] =4
FEAX I LY R 5 i 301 4 (79.0-88.0)
b e 112.5 H#f
75 R 5 H 309 4 (101.5-119.9)

1 4) p<0.0001 (7&K & DK

AEILEZ2ZENLDSY [F—T]

17.1.1 ENE DHEHAR Casaik, NR
AR (1~12 5%) ZExtge e L7288 TAHEERRER (JV16284, 5 HRE#&E) 12\ T, 4'/7/1/
T U WEGE AR STz 59 B (f T PR IX T A VRS %i@#mhtd BIT5
A 7N PRI (%, SSER SE L, RIR 87.4°CLATIC IEI@?”Z)&TODE#F‘@ 1% 72.5
W] (Pfil) Thotz, iz, BEPOMREN 37.8CRIGICHIE T 5 £ TORREIL 21.3 B
(FfE) ToHY ., FEE (37.4CLLT) IZEHET 2 £ CTORRMIZ 35.3 Iefi] (FfE) Th o7z,
RIMERIE 70 19 35 1] (50.0%) (2388 Hiv, W& 17 (24.3%) . F#114 #F (20.0%) 5T
Ho7-. 2D

17.1.2 B EMHERAER CaERAR. MR
KEK O FZIZHB T 1~12 RO/NETHER S 7277 Rz 5 R E U755 T R IR R
(WV15758) @ 5 HREI# 512317 B4 v 7 = U FRER IR (%, SFER 23t L, (KR 87.2°C
VIR, TRERTO B FAEEICEET S £ TORM) (o6 588042 DL R IR,
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A 7 YRR (BER)

" P PR T
el el B I (95%(E I

101.3 FEfE3)
(88.8-118.3)
— 137.0 R[]

75 2R 5 A ] 235 {41 (124.5-149.6)

ﬂi 1D AEAZIELVI VBE R A vy 7ORELOHE : A& I e LT 1E 2mgkg % 1 H 2 (A
2) A TN PREYGE T A VA GBEUIHURSIZ L 0 HIE Lz,
«zmp<owm(77tTE@m&)
FeAZ I UEREICE Y REHR OB R OM, EEEOKT, A 7T
VIR DFBBIK T RO AL, A EAXZ I ALY VBBE RT A > a v FOEMENRED S
7= WNEANT—4),
FEANEZIENY VB R T A v n y TERGHEOREBMRNGE T E WA EFRIT 342 i
775 (22.5%) IZFEH LT, 2929
17.1.3 BN EMAHER CaEatiR, /MR
12 ng B S OF R (5~12 %) & kT DT TR ERE LSRR R
(WV15759/WV15871, 5 H#45-) 1. HEJERFIEL 500 Bzt LEgkfEiL 335 fil Th > 7=,
DD, LIV VBRI A v ay TOEMEERIET DIZIEE > TWHRND,
A7 RFEHIE (PRE) 1342 I e U R T A e T 123.9 BifE,
Z ¥R 134.3 K Th - 7=,
F7o. RRBRIZI\W T, BIAARE & R L= MR 1 B (FEVY) O&(bRIZA L X I
N UBRIE R T4 w7 10.8%, 78R 4T% ThHo7= GMEANT—4),
FEAZICENY VBERT A vuy TREHEOKR RGN G E TERWAFEFZRIL 170 fiH
45 3 (26.5%) IZFE& H A7z, 30

X I CEEEED 5 H 217 13

2) FRAAER KA
&

17.1.3 EANELMMERER (FFHAER)
TI R AR E L B IEEARRER (JV15824) @ 42 A58 BT 5 A v 7L
JEYE DO FIEINHIZ R 2 LA IR T, ARBRIXEEE 2 & ek A 308 5] (774 : 195%
-83 %, F¥) 34.0 k. 65 Ll EOEEE L 10 fl, A& I e UERE - 18 %77 %, P
¥) 34.2 5%, 65 Ll EoEinE X 11 6) Zxtgs Lz,
EN ESHEERBRICBW T, [ v 7 PRYSERIERIT T 7 B R EE 8.5%, A&/ Z
e R 5 1.83% Tdh o7, 19
7E5) GRS« AL OMKRE 37.5kg LA EO/NRICH L CAR SN HELOHEIZ, 118 75mg 2 1 H 2[4l
5 HE&E5TH 5,
FREEEG AR L TARR SN HER O RIE, 18 5mg 2 1 B 1, 7~10 B 5TH 5, &
H 37.5kg DL EDO/NRIZH UL CRREN - AELOHEIX, 17 75mg 2 1 H 18], 10 &5 TH 5,
A 27 N WRGYERIER] CEAESR)
IR |FRAZ I SRR TS
P 153 155 o p=0.0082
R R ] ()| 13 (8.5%) 2 (1.3%) (95%(ZHE X : 2.4%-12.0%)
&6)%?»& EAY VEREDORELOHE AL I el LC 1R Thmg 2 1 A 1[5
) FEEIG OVEIRN 2 SLLEERD B, 7 A L ASEEIHURM O _FRIT L0 MR X - JE F]
ZL*E/I/& v L) CERERR S REOBIVERIT 155 Bt 34 5] (21.9%) (2RO B, EIEEE 8 4
(5.2%). TH#I7HI (4.5%) HTdH-o7-.10
17.1.4 BN EMARER (FEhRER)
KENZ BT HEhE S v 7z R Rk A (18 WL E) AN E Uiz 7 T R o RS A G R FR R
(WV15673/697) @ 42 HEH&E*5 1281 B A v 7 /v m o YRYWIE O SAEMHI 0 3 K VR
YR AL TR T,
CTHEMREERBRICBWT, A v 7NV o PIRYYERIERIZ T T B AR 4.8%, AL Z I EL
U U GRE 1.2% Th o7 GMEAT—%), 17

18



A TN WIRYYERIER] GEAER) FRHIR) TR ER

TR |(AEBAZIE N EEEEES
PSR 519 520 p=0.0006
JEGSREFRIER] (FR)F8)| 25 (4.8%) 6 (1.2%) (95%(E#E X R : 1.6%5.7%)
Flm (%) CF¥))  118-64 (35.0) 18-65 (34.4)

SER]

IZRO BT,

17.1.5 BN EMABAHER (FRhEER.
ERE kSR E L= 7 2RI T E SRR (WV15825, 42 HREEETY) (2B 54
VIV P RYSERIERIIIETIIRE 4.4%, AL Z I L) VR SR 04% THh -7,
7 F AEEEICBT DA v 7N WIERYMERIERIL, 77 B REE5.0%, AL Z I
VERER 5EE 0.5% ThHh o7 UMEANT—H), HBEY AL FIIRT, 19

= #nE)

£ 8) B OWNERR, BFRIERNE 1 DL ERD v, 7 A V2B ITHUAAM O BRI L0 R s hi

A e RGO R R NS E TE WA EFSRIL 520 B 250 6 (48.1%)

T Bk bR
- = WV15825
nﬁ%%ﬁ n=>548 ]
IOF o EnE (65 Ll [)E9
T 7 IR FENLZ I N R
n=272 n=276
PN, 64-96 65-96
il () (F19) (81.8) (80.5)

RO LT,

17.1.6 BN FEMMERRE (BEEMEFTIHHRER)
A TN YYE BRI O 7 T AR IR SRR (WV15799, 7 HE#&5)
BT 5 A v 7 o REYSERIERITIE TIIRE 12.0%, A% I L) UER5RE 1.0%

Tholz UHEAT—%), BEERZUTIIRT. 19

E9) K9 80%DEMEINT 7 F LA T, K 14% D il g e VEF FEME S B B A AP L T,
e Z I N UBEERGREOR RGBS E TE WA EFHSIL 276 i 40 5] (14.5%)

BB T B R
HRE WVIoT99
PO 13 kLl I
%%U 703“‘275: j_'YZ/I/& 3 E‘/I/U \/E&ﬁli‘ﬁ
n=461 n=494
i @) e 5 5

FEAZIENY IR GREOAERST 494 FHF 124 ] (25.1%) 123D L, ES 27
Bl (5.5%). BEJE 12 6 (2.4%). LFIEER 9B (1.8%) ZETH -7,

A% 2 EJLEE T5mg

[k—7]

17.1.7 BV E MR (BEEMEFHHR)
A VTNV W RRYE BB L O T IhRE L IETIIRE O A — 7 U igEER (WV16193, 10 H
M E) 28T 54 v 7= WREGYERIESRITIETIIRE 11.83%, A I vl Uk
HRE1.8% ThoT WMEAT—#), BEEREL FIRT, 20

BBt T R

xuss i
x5 1Ll
o FEF iR TBHEE
A n=392 n=416
@ 1 5
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ZEILEZ2ZENLDSIY [F—T]

17.1.8 BV FE MR (BEEMEZTIHHR)
A VT NV YRR GE R % O TRARE L FETRAREO A — 7 iR (WV16193, 10 H
M) 280 DA4 v 7V PWREYYERIERITIETHRE 11.83%, A ¥ I e gl
FEGEE1.8% Th o7 WMEAT —#), BEERELTICRT,

B T B
RRE S VZI\’:lg(l)gS

OES | 1Lk |
o o
FE (R (7)) éf; é'f%

iz, AR TIE 1~12 5O/ EFRATEY . ZORMICEAELZ I L) VIRIE RS
A vay THRIDFEERRIEE A& O TR E SN, BEMHIERIZOWT, NRICBTS A T
IV P REYSEFIE R ILIE TRHRE T 21.4%, TBARET 4.3% Th o7, 20

A > TN WIRYYEREG] GEAE=R)

FETBHRE TEhEE
PSE3LIE 70 47 p=0.0206
JRYSEFRIER] (2R) 9 15 (21.4%) 2 (4.3%)

1 9) FEK O, BERAZRD S AL, 7 A L ZEEUTHURA O B XY R LT iER

1 4) AROKRBENIMELCHEIZOWTIE, TV, 3. HEAUHE] OEBHR
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2.

VI. EEEICEHAY HIER

. EEZHMNCEAESH HILEYMRITIEEYEE
PFF I K, T=F I AT Z BT 2T VK. LT I EAKIY
EE  BEO®H Db EWDOEE I EFIX, OB TRLESHRTH L,

RIEMER
(1) YERARLL - 1ERHEFF

18.1 {EA%% =
A H I UEEREOIEERITIE FATRIEOBRIA VIV FOALNVAD ) AT =
— P A BIRAICIHE L (ICs50 : 0.1~3nM) . #H1 L < B S 172 7 A )V A DJEGHIIa D & O 78 %
[HET L2 LI1I2LD ., TA L ADORE 2 IH4 % 2D

(2) Bz THHEBRAE

18.2 /in vitrosno 4 ILR{ERA
AL Z IV VBT e KTy 7 ThY | I K O IEHEIRICE L I %, ity AL
AVER &R T,
FEAE I R ORI uWMnT®AW&UBﬂ4y7wiy$?4w1®@%
ZARIREE (FEHRERL ICs0 : 0.6~155nM, EFIRSTHERK ICs0 : <0.35u M) TRHFHE L7, 22
18.3 in vivotno 4 IL A{EH
AR NRT =Ly hOARIKORBAIAS 7L A L ARPEET L TlE, A BALZIE
VY RO OEE (0.1~100mg/kg/H) XV AR U TAEMFEOHEM, Bk
IIER DA, T A NV A IO 72 E OISR BB O bTe, £z, =V bV EERET L
BN T U AV AJEY: 24 FERIRT D OO #5- (10, 100mg/kg, 1 H 21[8) T, AFRO L
F72 8T A NV ARG T D IR DGR Bz, 2829.25)
18. 4 fittE
M7 A L 23T AR T A L2 2Hk L, BARITIZHENRD bk hoT-, MitEZ2#ES L
TTANVATE, ~TAKRORT = by MZBWTREGEEDIK T 23580 S, [BYERNAL T O,
BN EZEX NS, MEEZES LV A VAT, /A 7I=4—ED7 IV BER
RO HILTUVN D, 20

(3) fEFRSIARERD - FERE
AR L
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1.
(D) BREADGIHRE

VI. E¥EhseIcBi9 518 H

I AR EE D HERS

R L

(2) BRRRABR CHERAIN-MPEE
AEILAZENLE TSmg I k—"]

1

6.1.1 BEEZRS
fERERR A B+ 28 Blic A/ Z 2 EvE LT 37.5, 75, 150 K 1* 300mg % HA[A#R A #% 5% (f
BEE) Lzl 204N Z I E/UVEHEEROIEYENRE T A —HZUTDO LB TH Y, AUCint
B O Conax (A EEFIBGICEIINT D Z LR ENT-.D

TEPER DK B RN T A —X

1

b & AUCins Cmax Tmax tie
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
37.5 1,652+t 203 150+ 35 4.3+0.8 7.0+x2.4
75 3,152+ 702 360+ 85 41+1.2 6.4+3.7
150 7,235+ 515 662+165 4.3*+1.1 6.6t1.5
300 12,918+1,564 1,377*£153 4.3*£1.0 5104
mean =+ SD

) 1RERS  RA KL OMEE 37.5kg UL Eo/NRICKkH L CTARB ENT-AELOHE, 1B 75mg % 1 H 2[H, 5
HE#5TH D,
FPRE G sRANICHR LTRGBS N HER AR, 1R 75mg 2 1 H 1R, 7~10 HRE#S5TH 5, KE
37.5kg L EO/NRICKH U CRRENTZAELOHEIX, 18 75mg 2 1 H 18], 10 HEH&E5TH 5,

6.1.2 REXRS

HAAKROHAANE 14 BlOREER A B 25t L, A8 ZIE0E LT 75mgl H 2 B &K
150mgl H 2 [a1% 7 HEHREGY (BH%&%E) Lzt & OEHIEOIEWYEIRE T A — % KON

BRI R T ZMEIZLL T O LB Th o1z,

HARANKOBEADWTNOHEIZISWT bG5B

47 HH O AUCo120 KT Crax (ZFABRTH D . AERIICE T 2 EITRO S ehoTe, £z,
N T ZIREOHER ) OIEMEARITR G-0AH% 3 A LINICEFRIRBICERZ L, SRR b

ol (AARNKROSMEANT —4),2
FGBLR 7 B HIZB T DIEIEROEKYERE T A —X

BhH & AUCo-12n Crmax Tmax tie
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
75 (HAN) 2,276+527 297+90.9 43+14 8.8+3.6
75 (HN) 2,270+ 387 244+29.2 4.6+0.9 9.7+1.2
150 (HAN) 4,891+963 599+96.6 4.4+0.9 79+1.8
150 (HA) 4,904+477 598+70.0 45+0.8 9.0+3.7
mean=*=SD
TEPERO IMERIREE h 7 7 fif
W5 MAEPIEMEAREE (ng/mL)
75mg HARN 75mg H A 150mg HARA 150mg H A
3 162+44.5 158+39.4 301+116 289+87.8
5 163+50.9 153+49.5 325+107 360+73.8
6 168+58.6 185+30.1 344+85.5 324+82.5
7 163+27.2 144+35.7 326+84.7 287+56.7
mean=*SD
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16. 1.1 FEBEOEYEMRE
FRNZIENY VRN TR AAIR A B Z I BN VBRI R T A va oy TAENIR AR
FICL DA REERB R L 0 . mANLEZECH D Z LR &z GMEANT —#), 3D
RIAmy FHIBROH FEAFZAELZ I E LT 150mg f& AL RE DGR D3
e T A —% (n=18)

1 AUCins Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
KZA4 vy 7Hl 6,870+1,360 546+101 51+1.5 7.2+1.7
H 7R ILH 6,940+1,620 615+147 45+1.0 6.4+1.5
mean=*xSD

D) BHEERE  RAICK LTRR SN IHELOMEZ, 1 75mg # 1 H 2[M, 5 HM&ETH D, JvhRIC
®LTKRB SN HEROCHEIZ, 110 2mgkg 2 1 A 2[5, 5 ARG TH D,
TG« BRACK L CTRR S MELOMAEIT, 1H 7mg # 1 H 1F, 7~10 A5 TH L, vk
TS L TUKGR S HE R OHEIE, 15 2mg/kg 2 1 H 1 Hl, 10 HRRETH 5,

AEILEZSENEETmg T b—7 ]

16. 1. 3 £MEeiEF R
FENFIENEETEmg [ h—T | EXITNITBNLVTE %, 7 AA—/"—IEIZXD 15X
X178 (FEAZIENE LT 75mg) fEFEARA S FICHREHFERE QG L CiEp A
FACRIREZHE L, oY ERE T A —4 (AUC, Cmax) (22T 90% (5 #E X HIEIC
THRHIEANT 21T o T2 R, W v d 1og(0.80)~1og(1.25) DEFANTH 0 | M| D EW) F0 [F1 2%
PEAFER ST,

Fro, MIEPEMERREZHE L, 1506072 WEie 7 A —% (AUC, Cmax) (22T 90%
EFEXENEC THREHEIT 21T > 7o/ R, WD 1og(0.80)~1log(1.25) DEIFHNTH - 7=, @

OFEFHME R « R

(ng/mL)
140 r

—o— A FZIEINETSmg [ h—7]
120 1 —— I T)IHTEIVTS

mean+SD, n=48

100 ¢

80 |

60 |

W ERE

40 |

e 5% ORER  (hr)
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HYBRE ST A —H

HENRT A—X BENRT A —H
AUCo-sn Crmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
FNH I EVEE TBmg [ F—7 ) | 143.1£30.8 96.5150.4 0.69£0.49 | 1.43%*0.23
HITINVHTE'NLTS 142.3£25.7 91.7%+45.9 1.00£0.77 | 1.37£0.25

MAEPPR AN NS AUC, Cmax FD/3T A — 2%, #BicE OZIR KK OBREEE - RS o
Ko TERLWREMEND S,

mean*=SD, n=48

W BN DHE ST A — Z OFIEIHE D FIEE D 22 K O 90% 1= 45 X H

INTA—=H

AUCo-sn

Cmax

FEIE D 7=

10g(0.9982)

log(1.0445)

SERIE D FED 90%1E 45 X [H]

log(0.9744)~10g(1.0225)

10g(0.9183) ~1og(1.1880)

QREIRFHETH E + E A

(ng/mL)
450 .

400 |
350 |
300 |
250 ¢

200 |

RS

150 ¢
100 t
50 |

—o— I AN FIEINESmg [h—7 ]
—— YT TEILTS
mean+SD, n=48

8 12 16
He 5% DR (hr)

HKWERE T A —H

24

AR AT

HENT A—H BHENRT A—H
AUCo-24n Crax Tmax ti2
(ng * hr/mL) (ng/mL) (hr) (hr)
FENH I ENVEE T5mg [ h—" | | 3832+557 376.21+79.8 4.4+0.9 5.91+1.10
HITINHTEALTS 3869+ 562 379.6+76.9 4.4+0.9 5.90+1.10

MAEFPREEN N AUC, Cinax /3T A —Z 13, R ORI OLREREIEL - FFE 5D
KK > TERDL RN D S,

mean*+SD, n=48

W RN DY TE /T A — F O RHIHAE D P IIE D 7 J T 90 %0 (5 HH X [H]

INT A—H

AUCo-24n

Cmax

PEHED

1og(0.9904)

1og(0.9907)

SEBEDZED 90% 13 HE X

10g(0.9726)~10g(1.0085)

10g(0.9639) ~10g(1.0183)

-
—
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16.1.2 &£ pEEEHER

FENEZIENDS3% [ h—T] EXITIVRTATu YT 3%%E, 7 ALt —"—ECLY %
IEN 2.5g (AEAZIENE LT 75mg) BEEMRAS FICHERERERO#&E L CEhRE
ERIREZRE L, o7 3EPEiE T 2 —4 (AUC, Cmax) (22T 90%FHHXMIEIZT
FRHRIT 21T - 7245 R, W 1og(0.80)~1og(1.25) DHEIFANTH 0 . il D W =- 1 [R1 &k
DR STz, 82

F o, MAEFIEMARREZHE L, 55072 EmEiE 7 A —% (AUC, Cmax) (22T 90%
EREX A THREHEIT 21T o 7o fE R, WD 10g(0.80) ~1og(1.25) DEIFHN TH - 72, 32)

OFZEFHMEE - R

(ng/mL)
80 r —o— ALY IENDS3I% Th—17)
. AT ERIIOy T 3%

70 r mean+SD, n=61

EEERE

5% O (hr)

YRR T A —H

HE T A —H BHENT AN
AUCO'Bh Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)

FEALZIENLDS3% [ h—T | 132.5%£24.3 65.3127.6 0.85£0.83 1.50%0.27
ZITIVRETAayT 3% 131.9+23.9 60.2+25.6 0.99%+0.67 1.47+0.28

mean=*SD, n=61

AP AN TN AUC, Cmax 5 0D/3T7 A =2 (3, #BRE OZIR, (RO LRIRIEL - B 55 O BRI
(CE > TRRDREEND D,

W RAFN D FITE /N T A — Z DR IHED V- ENE D 72 K% T 90%(5 HE X H]

a ? )( h & AUCO’Sh Cmax
PR D log(1.0039) log(1.0929)
SEYEDFED 90%(S5HEX ] | 1og(0.9781)~10g(1.0304) | log(1.0138)~1log(1.1781)
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QREIREHIEHE E - {E LR

(ng/mL)
400 r

350
300
250

200

KERE RS

100 f

o I ABIFYIEIDS3I% [h—17]
—— ¥3IT7)VES120v 3%
mean+SD, n—=61

8 12 16 20 24
B ONEE  (hr)

KWERE T A —H

HENT A—X BENT A—H
AUCo-24n Crmax Trax tise
(ng * hr/mL) (ng/mL) (hr) (hr)
FENH2IENDS3% [ h—T7 ] 355671471 339.4+46.8 4.5+0.9 5.86+t0.74
HZITNRIAvavy T 3% 3586+501 351.2+51.7 4.3+£0.8 5.78*£0.71

mean=*=SD, n=61

M HEP RN TN AUC, Cmax 50 /3T A =213, $ERF OZR, R OTRRBIEL - K5 ORBR A

(CX - TERDRENEDND D,

WG DT A — 5 O RBAHE D FIIE D 7 % O 90%(5 HHIX [H]

INT A—H

AUCO-24h Cmax

A D 7

1og(0.9930) 1og(0.9680)

SEEMEDFED 90% (5 HH X ]

10g(0.9750)~10g(1.0113) | 1og(0.9406)~10g(0.9962)
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)

(4)

1
TR L

BE - FRROEE

16.7 EWHEEER

P450 24 L= BN OBFHIB W T, AL ¥ T et MFI 7o Y —AilBiF 54
Fli P450 FE OB LT & A CE LR H 2 7ehvo 7= (in vitroiBR)., 10

Flo, AEAE I EVITRBIMEER DO 70 X2 FEOHFRIZEIVEZ VT T U ADIKT,
AUCint X Cmax DF) 2 [EOIMNEBO Sz, ZDOZEIET = ﬁ/ﬂﬁ%ﬁ&%ﬁfmﬁﬁ
BHWES DA/ I EVEERRE CHE S 5 388 & o 0FAIIC L 0 AR AER 24T
HAREMEZ R LT D, LML, ZOHAI iéi%@%@WM@% X, \EEOFEN
WEETH HIFE EFRIICEE TRV NEAT —X), WRE, 7L oA )L A EYE
WPEDERIER O T DI SN D ATREMEN S 23 (Pre A X IV E ~7a T4 RARHE
W&, NSAIDs %) KROWERICEELZH 2 D AlRetE0 b 5384 (FIREIRES) 0% < D3
Yy & OFEHAERNTRRF ST,

2. BEMEERIYNS A —4

(M

2

)

(4)

(5)

(6)

ﬁ**ﬁ’jﬁ/ﬁ
gk L

IR
B L

HERRETEH
eI RZIEGETmg Tb—T] 9
1) RE(LR
kel : 0.4985+=0.0796hr1 (fEEEE A\ B -, Mo HERE OB 5)
2) IEMEMR
kel : 0.1205=0.0188hrt (EEERA S 7, FE&HERE O 5)

AEILEZZIENLDSI [ h—T] 32
1) RE(bR

kel : 0.4764+0.0892hrt (FEEERLA T 7, FERHFRR D& 5)
2) TEMER

kel : 0.12020.0151hr1 (fFERCA S 7. HaAEHERE 0 5)

2VT7S 2R
TR L

B
AR L

Zoft
AR L

3. BEH (REaL—Lav) @i

(M

2)

AT 7735
BB L

K5 A— 8 EHER
BRI L
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5

6.

- BRIR
EER R L

Xl
(1) % —RxREFEiBE
<HBE>F v K
VI. 5. (5) =DMk ~DOBITH) OHESHE

(2) Mm% —RREEREFTEBE M
<BE>T v b
VI. 5. (5) =DMk ~DOBITH) OHESE

(3) Eir~DFITH
VIl. 6. (6) Hhwml OIS

<HBE>T v b

16.5.2 ZLi+H#1T
237 v bz [14C] A ¥ I BV 10mglkg & BRSO EG U2, SHREIXsLit o BaT
L., #&5 1 K% CRmIBEICE L, 0%, miEH S IZIZFRRRHER CIEAE LIz, it
/A R R LI AL R I B W T E D o 72, D

(@) BEEA~OBITHE
AR L

(5) ZnthnEE~DBITHE
<HE>T v b

16.3.1 #E#H M
WEREZ »~ MiZ [UC] -A ¥ X B/ 20mglkg & BRI DG L72BR, o e i3k o<
NI L, MERETHRL L Te, THIBE 2B < ST, BlgCTamiRE 2R L, RO 1
DEEZEZ LI TV DM TIRMIEDK) 2 5 TH o 72id, TR RA~OBATIID R0 o T2, MEIZ
BOTHRIE~OBITHRD biv, BATHISREIZRMARIMLAE DK 1/2 TH -7z, HHeid& G 48
IFF 7% £ CICAHR D DIZIFERICHE LT, 9 [9.56 B

(6) MBEAFEESE

16.3.2 EQ#HEEE
TV Z IEAVKEREDIEEEDOE M, Ty b, UHFROA XMEEH & OFEEFRIT, 4k
LA I ELTIIRTOFREICB VT 50%LL FOfEA TH - 722, IEHER TV ofEICE
WTHEHET 3% A TOTHNE D THo7= (in vitro i), »

(%]
(1) KHEL R KBRS

16.4 {3
AN IENITE MZBWTRAOKGZECHICTE E LTI CIEMARITIIK S5,
I b MNFI 7Y — A5 HAWEAHRERICHB VT P450 12 L ARBNIRD e d - 7= (in
vitro 7:X[5R)., ©

(2) R#I“EAET HBHE CPF) DHFiE, FEX
(VIL 6. (1) AREHBAL K MRS ) DIES M

Q) MELEBHRODEERVZDEE
PAROANA

@) KEMOFEOFERWFEMLL, FHELE
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VIL 6. (1) AREHFBAL N OEEHS ] DS

7. e

16.5. 1 FRep#HEt
fEFER A BT LAV Z I e E LT 37.5~300mg & HiAR 0% 55 Lz &, REML
1R} ONEMEAR & o TR S- 48 BiE# £ TIZ 70~80%723 R HIZ HEME X 7=, »

F) AROERBENTCHIELOHEICSWTE, V. 3. FIEKUHE] OB

8. FIUARKR—E—IZET HIFH
BRI L

9. BHEICLHREE
BAE L

10. HEDEREATHEE

/\E

16.6.1 S#E BOmLLL) IZHITHFEMERE

G 80 i Ll Lo EE 5l AL Z I e E LT Thmg # HEIRO®KG Lzt & D4
S EVIEMIROIRMENEE T A —F U T O LEEBY Th-72.9 [9.8 B3]

g (80 mkLL ) DIGMEROYENRE T X — X

B b5 AUCins Crax Tmax tie
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
75 6,063+ 604 439129 5.0t0.0 7.0£0.6
mean=*+SD

16.6.2 BHEEEZTEICE T2 EYHRE

VT F=2 77T A (Cer) HIZE Y BESNT-EEEERER 2510 20 flaxtg & L,
A& I E LT 100mgl B 2 E% 6 HEKERSGT L& & OIEHEREDEREX, LT
DRO LR BHEREIIKTT LTz, SERBHBEREST ICB O IR EEORERMLETH S L
Bz oz GMEAT—4).9 [7.4, 8.2, 9.2.1 B4]

BHBLG 6 B HIZH 1T DIEEIRD Y EhiE T A — X

Cer & AUCo-12n Cmax CLro-12n

(mL/53) (ng * hr/mL) (ng/mL) (L/hr)

Cer=30 43,086+t18,068 4,052+1,519 1.54+0.55
30<Cecr=60 15,010+ 4,158 1,514+ 392 4.19+0.67
60<Ccr=90 9,931+ 1,636 1,068+ 183 7.25+1.15

Cer>90 4,187+ 630 494+ 80 17.50+2.78

mean=*+SD

) AFIOER SN FEROCHRICOVWTIE, (V. 3. HEROAR OEER

AL BZIENLDSIN F—7T]

16.6.1 /NRIZE T HEMEIRE

() BRANIZHITDEHE
ENE DFHEERBRICIB N T, AL Z I LT 2mekeg 2 1 H 2 [ 5O EFIREEIC
BIF DAL I ETEEROR 544 4 HF K OV 12 BRI B 1) 5 IS iR R & nfRe /2 BB IC R
WCHIE LT, ZORER. N7 7Y 3 5 S iSEAIRE 12hr fEIXO 3T OFRIE I8
T 116ng/mL 2L ETH Y HiA v TV Y0 A )V AN R A IR C & HIREE 2} L Tz, 39
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EIZIK)\$

BT D IMFEFIEPEARSRE 4hr 6K OY 12hr 8

A HRYE réHzls
IR B HH 1~4 5% 5~8 % 9~12 % LN
(ng/mL)
4hr % 7 5 4 16
9| 264.0 328.6 354.8 306.9
FEHE(R 72 56.0 30.8 81.2 66.7
L fiE 252.0 330.0 346.5 308.5
UM TN 188.0-366.0  280.0-355.0  265.0-461.0  188.0-461.0
CV 21.2 9.4 22.9 21.7
0% IEHEXME  222.9-305.1  299.3-357.9  259.2-450.3  277.6-336.1
12hr il 8 5 2 15
NS 170.4 165.4 240.5 178.1
e 22 31.6 40.7 13.4 40.4
R 162.5 167.0 240.5 167.0
B/ h-ER 128.0-217.0  115.0-216.0  231.0-250.0  115.0-250.0
CV 18.6 24.6 5.6 22.7
90%(5 HE X [#] 149.2-191.6  126.6-204.2  180.5-300.5  159.7-196.4

(2) HNEANIZHITZRHE

R 72 B/ N Z2 %G L Uiz 2 SDORKRBRIZIHE N T, 1~5 % 1~2 5%, 3~5 D 2 7‘7»%
7 (%12 01) KO 5~18 %% 5~8 %, 9~12 KN 13~1873%D 3 /' /L—7 (% 6 fil) |

. A Z I E LT 2.0~39mgkg ZHEREOKRETDLZL &, 1~2 RIC %é/ﬁr
KD AUCint 13 2,810ng * hr/mL T 3~5 T L T 16%(K0 > 72, F7=, Filin 5~18 il
W TR 5~8 D 7 L—7"ClE 13~18 1D 7‘/I/~ VT UTEME RO 30 < . fER L L
TR & @ff%?im B BT, R 5~8 kD Z L — BT DIEMEIRD AUCine 13445 13~18
DT = Hﬁx L 60% T 7=,

ZNBNRIT =TT BT BHIE ri{m;ur@%b ERXT A —ZEFE/NH I EIL T5mg KO 150mg
KEREE VL7 H K)\&UEU\@E}Z/\ B DR L VS OB T A —F L
g L7z & & Fllin 5~8 D 7 V—71Z81F 5 AUCmt 1A D 75mg (1mglkg I[ZHHY) &5
BITLEE 1 HED AUCKt L [AETH D | Filin 9~12 D 7 /L— 7 TIIHAD Tomg KT
150mg ORIICH Y | Ffin 13~18 %D 7“/v~7"ﬂiﬁj‘m0> 150mg (2mg/kg IZFY) L IRIEET
bole GMEAANT—#), [FERIZ, TXTOFEMZ NV —I28BIF 285 12 K212 B80T 2 4
FTE PR AR S VRIS 7“%.6?&5% 150mg (28T A %@zé LOTRL i 7V
ﬁ%wzﬁ@%%ﬁf%éﬁf%ﬁﬁbho

SME N DA/ N7 N—TN 81T DIEVERO I BRE X T X —4% (2mglkg)
INB T —T AUCint Crmax Tmax tue
(f511%%) (ng * hr/mL) (ng/mL) (hr) (hr)
1~2 5% 2(12) 2,810+871 121+51 5.6+2.2 14.9+7.3
3~5 %" 2(12) 3,350+670 179+73 5.0+2.3 11.3%+5.5
5~8 %k (6) 2,746+ 368 183+36 3.7+0.5 8.8+2.0
9~12 1% (6) 3,208 +394 231+46 3.7+0.5 7.8+1.8
13~18 % (6) 4,534+929 319+76 4.3+0.8 8.1+2.2
mean=*SD

H2) FRXT A—21T 1~2 1% 30mg, 3~5 i 45mg % 5% 2mglkg I[ZHIE L7=H D
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11.

AARAKROCEADEANIR T 2%E5 1 H B OIEMEDOEKYERE ST A —X

&5‘% AUCinf Cmax Tmax tie
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
75
2,107+=374 191+32. 4.91+1.02 46+1.42
(HA) ,107£37 91+32.5 9 0 6.46
(ET?\) 2,274+1,105 142+39.7 5.84*t1.16 10.0*+6.86
150
189+1.1 46884, .16£0.754 B30+£1.
(AN 5,189+1,187 681+84.3 5.160.75 6.30 95
(éISJO\) 5,036t1,524 383+98.6 4.42+1.11 7.81%£5.23
mean=*SD

1~18 i D/NRIZ 2mglkg DHET 1 H 2 BlfG- L7126, EMHEAROBREEIX, RAIZBIT 5
LEVE R OEIMEDN R SRR BER L R TH o7, EATIZ 2 S/NE TOIRYENEE D fH )
Do, JEHEEO 7 VT T U ARMEFR A TE <, BRIV T2 2k E X, BEEL
T OIEMHRORE RSG50, FICHBET 2 REL L L AREIEEHEE LT
EINTz OMEANT—4),39.8.2) [7.4 B]

(3) ER/PMREBESNMDMNRIZE T ZMAPEREDLE

&% 2mg/kg IZHHIE L7 H RN/ NRIZI T 2 @R AE T O M PR ERRR  4hr 5 K% O 12hr
fElzHo&, 3 H>DOESNERER L Y HE (2mgkg) M OEFIRIE~DHIE 41T - 7= 4hr i K O
12hr i & te#g U7z, Z OfER, BARANNRIZET D 4hr 5% O 12hr fEIZESNRIZEBIT 2 4hr
KON 12hr [EO AR OFPANICH > 72 (AARAKLOSE AT — %), 36

WD) ARAOEBEINTZAELKOCAEIZONTE, TV, 8. AELCHARE] OESH

Z A
WAL L
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VI. Z&4 (ERALOFEF) (CHAYTHEE

==
FHEOERICH=->TIE, FEDODLEMZEEICHRFAT S & [6.1-5. 4 S]]

AVINI DAV ABRLEDFHOREKRITIVIOFUIZEDFHTHY . AFDOFHER
)

T FUICKEFHICEERD S ELEDTIEALY,

. ERAR L ZDER
*.

2.
2.

25 (ROBHEIZFESE LGNNI E)
AHN DB LIBBUE OREERE D & 53

—_— ]

- DREXRIIZRICEIET SR £ T DER

V. 2. ZHREXIIZNRICBEIE S H1EE ) 22T 52 &,

. RERUVAZICEEYT 5T EEDER

(V. 4. BIELROHEICEET I EE] 22R355 2 L,

. BELGEXRMIE L ZDER

8. BEEREARNIE

8.1 Hif v 7Nz oA NAEDORHOF X IIFIRIC D BT, A > 7 V= P REERREC
X, BEITENZ BB LI-BINHE S0 D, BEITENC L DIREEO TR — ORI ZRi3
DO TR RS E LT, ORFEITEIORBAOBENNH AL Z &, OQAFICBWTEEY
TH%E. D7e LD 2 B, REEFITEEEOFHICKIT IR EH TS5 2
ELICOWTHE - FRICKLEHAZITY 2 &, B, BESEOFRIELIBEINOH HEE
D FFATENZ DWW T, PO/ - REFEFE O BHETHREN SN2 & FENS 2 A
DNIZHBLT 52 EMEN &, BDAabhTns, [11.1.7 3]

8.2 AFNIBHEMA DOEFITH D | BHERENK T L TV A EAITIT M RENE L 2o BEN
NHDHDT, RFNOBEICEE L, ZvT7F=027 V7 70 AME U AER OH &I
W DIERICHESWT, REZBE L ehbEEICEG T2 8, [74, 9.2.1, 16.6.2 5]

8.3 IR H b d Z ENHDHDOT, BELKOVZEOFHEIIK LC, MmfH, M, AEF5 i
FEOHIMIER DN S OIS EIITEMIGERK T X 9@ 5 2 &, [11.1.8, 11.2 &H]
8.4 MFBEYIENA VTN A NVAEGEIZADF L2 0 L A 7 v PEIER & IRA &
NHZENRHDLOT, MERIEDGAEIZIX, PlEAIZR G T 572 E@EUIRAEZITH Z &,
(5.4 2]

6. HENERZAYT VBEICHT IR

(1) BHHE - BEEFDHLEE

BRIE STV

(2) BHRefEERE

9.2 BHEEEERE
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