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ZEbHBES,

13.2 W&
7 MO EVRBEANIO XS R3RT I Ria Y v
R ARBOBERSORBH & LTHEATE 2, 7o
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DEBEREARA L, BICIZEL2B I L CHRRRS
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15.1 BRERERICE D < 1BER
SENCBWT, NINDS-AIRENFZ I B #E 1 &5 L 72 Ak i
EERAE (RBEISIEERNARAR) s n-BE%
R (FIINA < —BIERAIE & BB S 7z B 1L RAL)
12671 HE D 75 2 R IRV A — BB R B3R
S iz, BOORBOFLTRIE KAV IVIERIES Mg
BE1.0% (2/198f1) « K 2RV IAEFEE10mgiE2.4% (5/206
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DFETRIE R 1RV )IEREIES Mg 7% (11/64861) K
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BREENHONTZ, 8B, 3HBEEZEDELILTRIT N
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15.2 FEERIREERICE D < B
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16.1 MAEE

16.1.1 BOigS
BB FZRIC, $Efl 28 NREERO®RE L
EEORBMBEFEE (Conax) SO MEEFIEEE —BE
TR (AUC) X 5B OB kE L TE< 572,
SmgXIZ10mg B A 5812 BT B EBEEI$S5 X — %
ERIORLEZY,

RS FI125mg X 10mg B EREO#% 5 U - BE O FFh e
T A—% ($EF)

Hg"% Cmax tmax AUC ti2 CL/F
(ng/mL) (hr) |(ng-hr/mL)| (hr) | (L/hr/kg)

Smg 9.97 3.00 591.72 89.3 0.141
+2.08 +1.10 +155.87 +36.0 +0.040

10m 28.09 2.42 1098.40 75.7 0.153
8 £9.81 | £1.24 | £304.63 | *17.3 | £0.043

CL/F:®7IVT7I VA

16.1.2 RiE%S
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Smg#. VO AF—N—EICE D FNERIGE (FH<
DIVIERIE & L Comg) RSB FICHEAERERED
#E5 L CIERREFRBREZFEIE L, GonEY
BifE/)S T X —% (AUC, Cumax) 12DV TI0%/EHHEX M
HEITREHRIT 21T - 7255 log (0.80) ~log (1.25)
?ﬁﬁi??D\ﬁﬁ®¢%$%E%ﬁﬁﬁ%éht%
16.8 28

(Mean=S.D., n=6)

HENRT A =4 HEINT A —4
AUCo-168 Chmax tmax ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)
NESASPI%
407.231 7.724 3.7 66.6
WBUESOME | g97035 +1.192 +1.3 +14.6
[r3277]
7t T ME 406.152 7.685 3.7 70.8
Smg +94.095 +1.305 +1.0 +18.3
(Mean=S.D., n=19)
(”%ﬁﬁf> (Mean+5.D., n=19)
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(RRRVIEBIEIRIOME [T=T 7))

AU IERBIESEIOmg (737 7] &7Vt T Mg
1I0mg#. 70 AF—=N—1KICL D ZNZNIFE (F*
NUVEBIEE UTI0mg) RS 71 B EiE
H#5 LR RE(LFREZHIE L, 8o/ %
WEIRE/ T A —% (AUC. Cmax) IZDWTO%FHEX
EIC THEEHERIT 217 > 7245 1og (0.80) ~log (1.25)
OHEENTH O HAIOEANEFENS R S N,

HENT A =4 BEINTRA—F
AUCo-168 Chmax tmax ti2
(ng - hr/mL) | (ng/mL) (hr) (hr)
R3_RI )
969.157 24.405 2.7 61.9
SREUESEIOME | )14 5)g +4.334 +0.6 +8.7
(277
7 U7 ME 916.502 22.793 3.2 60.5
10mg +228.821 +3.599 +2.4 +11.6
(Mean=S.D., n=18)
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—e— RFRAIIBRIBIE10mel =7 7]
5L --o-- PULTHEIOME

N
o

RERESCS MBS
S o

Ul

1 1 1 I 9
13

]
0 12 24 48 72 168 (hn)
B

M#EFEEYN NICAUC, CoalED/8T X — 713, #E
FHORIR, (RTEOREEE - BEZEORBESFICE -
TEZAAHEENH 5,
16.2 ORUN
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RS T %/ RICHIICZITT BEOLE % 5
2mgt TREET LR, BRGSO MR IBE L
BREIZEEREZHERZRL. BEICI2EEIRD
5NEh -7,
16.3 97
In vitroiRERICB W T, b MMIEEAKAERIZ8.9% T
HY. in vivoTOIMERAFEEFIL2.6% TdH > 7%,
16.4 {3
FERBFBEEIIN-FL7 LT IR TH D, ZHITRVT
Ol X FIULRIG &EZFNIZHEL 7L 7 a v Bl E G T
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N-i 7 )V F AL RIS ICiEFE E L TCYP3A4DS, F7-0-Hi
X FIMALRIICIEFEE LTCYP2DOAEE L TWB T &
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16.5 HEtt

EERA BT 2MRICH2mg™ # BERORS L & &,
BERTHE F TIRPICHRE S N RELER IR EED
9.4%THhY. REMEEDSE29.6%Th o7z, Fiz.
10mgD B EREO# 5%, 1IHEE CIcHRits /- R21L
RIGIRHFTI10.6% EFTL.7%TH 7o REMERDT
R = G5t L RPFEERIZ35.9% TH D, FEhHE
RIFBA%TH 7Y,

16.6 HEDNDERZEIDEE

16.6.1 BiEEEEE

AR ERE 2 R ICHS Mg MEREORE L &

ZEOEMEFEIINT A= I12F, BESAOETNEFER

ZIIRDONEL-72) HEAT—%),

frigaelEEas

7L — VI RFRE A B & ST $ESmg % B[O

L7 ZDEMEREINT A —F ITBERA L HEL

THEEREEOCnl MEE BEENVRDO 5N

B ADINT XA = FICEBEZIRD SN -7 (44
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e

EiE 2 W RICH2mg P 2 AR OR S Lz & S 0%

BjRE/ VT A —Z I IR & LT IR

1%%%?“@5[/7‘3 A3\ Crmaxs tmax&(ﬁAUCKﬁ%&%Li

BEHENEPo7W,

16.8 Z it

RARYIEBIESE3mg [ I 7 7] & [GENVELS
REOEERE OEM LR FERBET A NI 2] 1CE
D&, FRRYIVIEBIESE Mg [ X7 7] 2iZ88H
L L& &, BHEFHPESE SRS N, EYFEICE
HLananiz¥, [16.1.3 2]

) RRAERCHEBIE. 7TUYNA v —BIEAETIE B, 5
AN FARYIVIEREE L L CIHIEBmgA, 5B L. 1~
2EMBZICOMGICHEE L, BOKRET 2, mEOT LY NA v —H
FRAMERE I, SmgTAHREML LB, 10mglcE#ET 5, 5B,
FERICK VEHEBET %.). LE—/MERIFRANECIE B, WA
I2IE R ARYIVIERIEE UCIHIEBmgA? 5Bt L. 1~ 2E/%IC
SmgllHEE L. BOHKE5T 5, Smg THEMD EF@E%, 10mgiciE
BT 5, 4B, ERICEVSmgE CHETE 3.] THb.

17. BRPRALEE

17.1 BAMERUREMICEET 25HER

(BERUPEEDT LY INA I —BISRHIE)

17.1.1 EASE MABHER
BEROCHEED 7 LY NA < —BIERANE B 2680 %
RRIZ R ARV IVIERIESSMg 3mg,/ H % LAMKS
. Smg,/ HZ2ZJWBREEE) NIL 7T 1K %24 R
535 " EEMEERE L EMmL .
R MR R IC B WV TomgREld 7T L REE L
HELTERICEBN TV, [2E] Dl EoElE1E5mg
B17%. 7o ARE13%. [BEE({L] DIROEEIX
Smg#l7%. 77 RBA3% TH > 17,

R AR R PR R EFAT

16.6.2

16.6.3

7| E0 wE|__, |BE T
B ogae | O | | IF | myp | B myp | p | OFF
Ll 1 19 40 36 15 4 0 1
smg | % |0 (6 TG TG0 [ T® T T e
Ka%l n 66D {7
1% 1 13 10 40 21 21 5 1
Foex| % |0 2@ G a9 a9 @ W] n2
ka3 1) G @3)
FRANEEE & 3l 3 A ADAS-JcogiF M DR EL 2 FIC
RY (BT SR © 20561) . HEBIARFE OB EE

DFHTIE, BE128% & OSmghin 7 71 HRE & H
B UCHBRAYENRD 5N oo BEEOSMEE L 7
T RBEORERIBROEEBDZEIZ2.M4ETH -7z,

ADAS-Jcog D#ERFZEAL

Gl E B 0> S OEEY | BBORMHE
iL3:c] SEHELS.E. (n) Py EE
- Smg | —3.03%0.47 (106) -
754K | —0.84+0.50 (101) 2.19
. Smg | —3.07£0.50 (%) -
28 754K | —0.11£0.56 (86) 2.9
B 5mg —2.70£0.48 (107) -
S 754K | —0.2620.52 (98) 2.44

(VA F AEXHEERT )

EREEFMERE TH 5CDROKEKRE(LEZRITRT (B
FFRATIT R 1 22801) o S5 BAIARE & DS HZ DI TIE.
BEI2EZ K OSmgBAS TS RBERE L TEER
WEIRD SN,

CDRA&FHRORERZA(L

B s 05 OZE(LE™ | ZLE ORI

R FHE£S.E. (n) g

128 5mg —0.1240.08 (113) -
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