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(0/326f3) < D WMBEMICHEZNLERENALNZ. &
B, SHBEEADE TR ARV VIEREE Smgk
10mg) B1.7%. 75t R 1% TH -7, HatENH
BEI -7,

15.2 FEERARSHERICE D < 153R
BER ((X) T ry3IY - RYMNLEY — LFREEX
FRY RNV E Y — URREF RIC RARYIVIEBIEZ 5 L7z
Ha. A H 5 b N TICE ST EORENH %,

16. ZEYIENRE
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BEMAST2NRIC, SEHZEETROGEARS L& &
DO MEFEFREEE Z KUK Uiz, REMBEFEE (Crax)
KO MEEHRE — R iR N EE (AUC) 35 E0HEMIC
BAFE L TEL o720 SmgXId10mgH A5 IC 35 1) 5 38
BRI XA —F EZRITTR LT,
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B AR FICHERRO®RE L & &R migErEEH#S
(8EA)
(Mean=S.E., n=6)

RS F125mg X3 10mg B 4% 5 L /- RO FEMEh e/
A= ($EA)

U = Crnax tmax AUC ti2 CL/F
HoR (ng/mL) (hr) | (ng-hr/mL)| (hr) | (L/hr/kg)
5mg 9.97 3.00 591.72 89.3 0.141
+2.08 +1.10 +155.87 +36.0 | +0.040
1omg 28.09 2.42 1098.40 75.7 0.153
+9.81 +1.24 +304.63 +17.3 | £0.043
CL/F: #7075 R (Mean*S.D., n=6)
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n=10. K540y 7F1%0.58 KBERDE 2kE & IR
DOFE#T2hrclidn=11)

RSB FICSmgBERE 4 5 L 7B O M B/ S5 X — %
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noE Cmax tmax AUCo-168 tie
Boa (ng/mL) (hr) (ng - hr/mL) (hr)
M{a;:ﬂ% 9.97 2.0 443.35 65.43
(ki8558 L IR +1.64 | (2.0-3.0) +90.73 +10.71
FSAvay71%
0.5g 10.55 2.0 428.09 68.86
(ROEEKEE| *£1.78 | (1.0-3.0) +80.41 +12.96
HICARA)
st5mg 10.36 2.0 429.80 68.47
+1.70 | (2.0-3.0) | +75.58 +13.09

(Mean=®S.D., 7272 UtmaxldHFERME (B/ME-FRAME) . n=12)
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MET L7z R, BARHE S O Mg E 3 AR & 12ITFEE
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16.3 91
In vitroiBEICB W T, b MIEEAKEEERIE8.9% TH D,
in vivo COIMEEABERITN.6%TH 57,
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FREBEEIN-BLT7 L FIVRIETH D IR TO-
i 2 FILERIE E ZhIcki 77 a Y BBaaRIETH 2 &
EZ 6Nz,
N-Bi7 L F AL RIGICIEFEE UTCYP3A4A . £7-0-fi A
FIERIGIZIZEE UL TCYP2D6AEEE LT\ 5 2 EATRE
anizb, [10.28]
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BERABTZ2NRI02mgP 2 BEROKRE L& &, #&
S5#%7THBEE CICRPICHE S N2z REEIZ RSB D9.4%
THO., REMWEED5L29.6%TH o7, £z, 10mgD
HEZOHR5E. IHE T CICHRtt s RELEIZRB T
10.6%. #HTL.7%TH > 7o REMEROREDZEETL
T RAFHRMESRIE35.9% TH D . ERPRHRIZB.4% TH 57z,
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16.6.1 BiEREEEEE
B EERE 2 RIS Mg 2 BEREOHRE Lz & &0
MERENT A =2 1013, BEBRAD TN EABEREROON
Bhol? BEAT—5).

16.6.2 FHEREREEEE
T a— VA B & W RICHESmg = BEREO®R S L7
L EDOEMERE/NT X — ISR & LB L CHFREEE
DCrmaxDW 1 AEE L BRBEDPRD 5 NIZD DS FT A —%
ICEBREZERD NG o729 HEAT—%).

16.6.3 EHE
Bl & MRICE2Mg ™ & BERF RS L7z & S Oy #RE)
T A—FIIEFERA & B LT, HRREEA . SREERICKE
R LD, Craxs tmax XCAUCICERBZZEITRO b Nz o7z,

) ARABEROARR. 7L YNA v —BERAETIE (8
WL A RARYIVIEREE LCIHIE3mg (KA

O.3g) OB L. 1 ~2ER#%IZ5mg (KFI0.5g) ICHE
L. BO®BE5T 5. BEOTIVYNA v —BIERAERE 11X
5mg (AAH0.5g) TAHEMEL EZF@EE,. 10mg (KRAIL.0g) 1<
BRI 2, 2B, BRICKVBEEHET 5.1, LE—/ME
RBAETIE EH. BAICIE RARYVIERIEES LTIH
1E3mg (KA0.3g) 2oL, 1~2EE&IZSmeg (KA
0.5g) IR L. EOHR5T 5, 5mg (K#0.5g) THAR
DI EfZ@#% . 10mg (AAFI1.0g) ICHEET 2, 2B, ERIC
£ 05mg (A#I0.58) TTHETE5.] THb.
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17.1 BMUERURESHEICET Z55R

(BERTDZEEDT LY \A I —BIERHGE)

17.1.1 ERSE MBHER
BEROHREED T IV NA ~ —FIERHIE B #2680 2 R
27 )t 7 bESmg (3mg,/ H#z LARES#%. Smg/ HZ
AR E) XIE 7T R E24GAM RS 5 ZEERELER
BaEE L.
B e REREMIC B\ Tomghtls 75 RBE& B L
TERICBNTW, [E] D Eo#&135mgiEl7%. 7



FEXBE13%. [BEE(L] UFOEEI5mgi17%. 77 Smght. 10mgBZ 2N, 6.75. 9.05THY, TItx
T ARBA3% TH > 720 BB L CEBRSREFRD 5N,
A& AR R PR IRET AT EAeHE* D SIB
2| E0 BE| __|BE F0 [ HE | . OGEPSOELEY | ZLROBELE
w5 ar | O o | ™% me | B i e | T BEE FHELS.E. () FHE
% 1 19 | 40 | 36 15 4 0 1 10mg 4.7€1.1 (92) 9.0
Smg % (1) | (16) | (34) | 31) [ (13) | (3) | (0) | (1) | 116 Smg 2.5£1.0 (95) 6.7
X 43 % (17) (34) | (31) (17) 7Iv R —4.2+1.0 (101) -
fE | 1 | 13 ] 10 | 40 | 21 | 21 | 5 | 1 (75 AMBIRREETT.)
7R % | (1) [ (12)] (9) 1 36)|(19) 19| 4) | (1) | 112 %1 BEHILER S U 2RO E LA, sk - BEEHIC oL
K57%| (13 | () |(36) (43) Tk, BT — 5 2RFOHRE LTz,
AIMERE % 3ME T 5 ADAS-JcogB R DIERE (LA FITRT %21 [RROME] — [0EDME]
(RABATRIR © 205()) 0 FSHIARF & OEEEOTFH TR 31 [HREHO0D 5 DELROTHIE] — (77 L RBOGEN 5

5 12i8% & 0SmgA 7 T L ARBE B L TER G HED
BOSNTz. mEEEOSMgH & 7T RBEOHRERTHZ DL
BOEII2.MUETH 572,

ADAS-JcogD#EREZEAL

Eaali] . 0EA» 5 0E(E® | BLEBORMHE
535 FHE£S.E. (n) gz
128 5mg —3.03+0.47 (106) -
= F5€x | —0.84+0.50 (101) 2.19
N 5mg —3.07£0.50 (96) -
248 FZEx | —0.11+0.56 (86) 2.9
g5 5mg —2.70+0.48 (107) -
52 — 2
FZEX | —0.26+0.52 (98) 2.44
(A F AEIZHEZRT )
EREEFHMIRE TH HCDROBEELZFRITNT (BT
RHR 1 2280) . HSRMEEE DB EZDOFETIE, BE12EE
K 05MgBEN T L ARBEE B L THEBAWE RO 517z,
CDRAETEDFREAL
Bl . 07 5 DELE™ 28 DR H#
53] FHE+S.E. (n) SEg R
i Smg | —0.12%0.08 (113) -
FZ€x | 0.23+0.10 (109) 0.35
- Smg | —0.14%0.13 (104) -
248 FZ€x | 0.72+0.17 (95) 0.86
g0 Smg | —0.10%0.12 (116) -
s 75 R | 0.75+0.15 (112) 0.85
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(B3mg,/ H%2EMES%. 5mg,/ H%ZI0GERES). 3mgX
77 RE 1 2ERERS T 2 —EEMEERREEMR L7,
SRS FRREIR & 3 35 CIBIC plusicBW T, 3mghf. 5mg
B IOmgBHIVW TN I RBE B L CRREICEN TW .,
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. 128N EORREN B HHE OB T — Y 2 BITORNRE Lz,
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26. SHERTHFRES
26.1 SLERRSETT

—+ A
R ERRYUEEBER A EORRORR TS 5. I HRARA
REIIKICRRETRTL, T4 —)L (99.5) IZ7A RRECRX/INA]I4-6-10
12< e

AFOKER (1—100) I FFEHEE RS 20,
ARSERSZENIRDENS,

3=k
0]
H,C. o
SRON7 A EAERES

B 55 :223.5C (5#7)
SERE  log P=4.27 (1= % ) —)L/7K)

20. HURL EDEER

20.1 HWRDBASNDZ ENH 2D, AEIHRKRDODLDTH S,

20.2 NTEBEERAGRE, HEED, BREEFTRETSIL
(%’J:Dé‘%b“ﬁ??’é’&bw)é Fiz. BRICKOIRE
THZEN DD BB DEBIITLITALVLEFERLT NS,

22. A

(FUEZFNRSA20Ov T 1%)
8.4g [0.3g (5a) x2x14], 28g [0.5g (53/@) x2x28],
70g [0.5g (43/&) x2x70]. 56g [lg (/@) x2x28],
100g [#/&AlEY bFv v 7 - KL, NT]

23. BV
1) MHER S  FEYEFLE, 2000;15 (2) :101-111 [ART-0258]

2) Tiseo P. et al. : Br. J. Clin.

Pharmacol., 1998;46. (S.1) :56-60 [ART-0033]
3) Tiseo P. et al. : Br. J. Clin

Pharmacol., 1998;46. (S.1) :51-55 [ART-0032]
4) Homma A. et al. : Dement. Geriatr.

Cogn. Disord., 2000;11 (6) :299-313 [ART-0247]
5) Homma A. et al. : Dement. Geriatr.

Cogn. Disord., 2008;25 (5) :399-407 [ART-1700]

6) HHER L E—/MABIERAIE 2 R & LTz
FEPRES T AHERER (20144F9H19H %2R, CTD

2.7.6.1) [ART-2876]
7) Mori E. et al. : Ann. Neurol., 2012;72

(1) :41-52 [ART-2536]
8) Tkeda M. et al. : Alzheimers Res.

Ther., 2015;7 (4) :1-10 [ART-2877]
9) IUFEER S « FI LA, 1998;26 (S)

S1277-S1282 [ART-0011]
10) IIPEEERE & @ S &R, 1998;26 (S) :

S1283-S1294 [ART-0012]
11) /MEES S © I EIR%E, 199826 (S)

S1303-S1311 [ART-0014]
12) /NEHEES @ SIS, 199826 (S)

S1313-S1320 [ART-0015]



CODE DI-T-AC408



