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(14 R R 35 D A ZFIIR S VERBR AT A R T A ROz DWW T (AL 24 45 2 A
29 H A EEFEATE 0229 55 10 5) JIZES X IV ZHFE L OD §E 30mg 7 AL K}
U7 Ly 7 ABE 30mg DY B OFLINE 2 5T L 7=,

R4 AASRIRTT  —fRekBRIE W HHERBRIE /X Bvik

RERSA: B E - 900 mL JEE : 37+£0.5C
[Ty o R HoOE
pH1.2 BRI 15 43 ANIC ) 85% LA W HIT 5,
pH5.0 f, BB OED 42 DL ETH 5,
o BRIV A8 60% 1 (X 85%H3IE & 72 % il 24 72 2
i PHE.8 | ARITHUN T, BBRELAI O IR RS B R O WA
e 50 +15% DB B 5,

FRIE S U7 AR BRRERT L 3 WO TR HERLA) O SR HH 2R 03 85% LA
bl b & AR O S EE DS 40% &Y 85% T D
24 70 2 BRI 3 T RRBR LA O S va HE SR S HE B oD S
IR 15% OFPHICH 5,

100 pH6.8 FERBIFIA 15 47 LINIC ) 85% L) FIAHIT 5,

TEROIRH R OFRBREE 008 VWA OFR 28 OJE I 2 340 U 7255 55 3B fu
OV HZEN T AEERIF O %8 & pHE.8 (50 [Hl#5) K OKICEB W THE TR -
23, pH1.2, pH5.0 XU pH6.8 (100 [FlHR) IZFB W THEITH -7,

PR DR o TR R & UCARERF L OFRNRRD 2 ERFT oD,
pH1.2. pH5.0 X pH6.8 (100 [BI#E) [Z 3N TIEGEHLH T EAH LU FEHERLF] L DFR %
FPEL TH 722 LD B M TOAWFENREERBRICB O TRIEOR RN GO
T2,

7K




X xR (n=12 ; mean*S.D.)

50 [Alfi5[pH1.2]

50 [E]fi5[pH5.0]

15 30 45 60
LR (53)

60

120 120 ¢
100 0 |
% B o |
B o E ow
% & oo |
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1 _ ot
o E L& E DGRl T AL o T LAY E D8 nel T L)
0 ULy 2 E30s @O e 1) 7L » 4 A5i30ns
0 . ‘ ‘ 0 . ‘ ‘
5 10 15 0 15 30 %
B EER () AR (5)
50 [F1ix[pH6.8] 50 [H1fi5[Kk]
120 120 ¢
100 100
® »
B ow B ow
E < T
¥ %
I 4
o XL 8 HFE L ODEEnT T AL | o X L& ORIl T AL
2 e UL v 5 R8s 20 e T v 5 2dH30ns
0 ‘ ‘ . ‘ 0 . ‘ ‘ ‘ ‘ ‘

120 180 240 300 360
LR (43)

100 [a]i5[pH6.8]

(== )44 EE o
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100
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60
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—o— Z L% 0DEE30msl 7 AL ]

—— 7L 7 RA3E30me

15 30 45 60
LR (53)




F 1. RSB 35 1 2 Bl GRIBR B My OVEEVE A 0 SRR H 38 D bR )

SRR S 1 | R SR R (%) e
= I — 22 < ﬂ:_
o %ﬁ’fi‘ W | Wb | e | memm | e | RR
pH1.2 85%LL I 15 4y 98.9 102.6 A

, 15 4y 84.3 102.2
pH5.0 fzfi'i 30 4y 95.5 102.6 Blkes

454y 97.8 102.8
k 50 eg | O 10 43 51.9 93.5 .
L pH6. ST

i 85% 31 30 4 89.5 100.0
. 40%fH3E 10 4y 34.4 73.0 -

7 [~

85%f3I 90 4y 85.9 99.1

100 pH6.8 85%LL I 15 %y 95.6 100.3 Bl

(2) 7B IR
H A J5) 7 — MR BRIE T HRABRIE S R WRIC KD RBR 21T 9 L S LLUTORMKICEE L T
WD EDHER SN TWD,

ForfE [EIL 72 BRI BUE R ] RS

ILFHE L OD §E 16mg [7 AL 15 mg 50 rpm 7K 30 47 75%LL |

JLEHFE L OD §E 30mg [7 AL 30 mg 50 rpm 7K 30 %7 70%LL

10.58% - 2%

() EBEMNDELGRS - AR NENRRCRS - BRCHT S1ER
R L7

(2) a%
(SILAHFEODEE15mg 7 A )LD
100 #£[10 & (PTP) X 10]
(SILAHE>ODEE30mg 7 AL
100 #£[10 & (PTP) X 10]

Q) PREE
A L

(4) BEROME
PTPAIEE : R 7oL 7 4V A+T VI =T LE TV =7 L4

PTP A X : IVZHEL OD$E 156mg [7 A/L] : 35X88 (mm)
LAY 0D $E30mg [7 A/ 2 38X99 (mm)




Mg RE SIS EMER
Y L

12. Z Dt
PAN-L



V. amkIcBY HIEB

1. SEEIIHR
32 - 3DORE

2. MEEXFHRICEET HTE

5. MEENXFIHRICEET HEE

51 JLo 2AIOEEIZL Y, 24 LA FOBE T, BEASE., BERERO U 27 M3 %
EDOREND DD KB OBEGIZHTZ> T VAT ERX T 4w FaEETHZ L,
[8.1-8.4, 9.1.1, 9.1.2, 15117”%%]

5.2 ARHIZ 18 WAl DK H DR MEREE BT IR G T 2RI E IS EE IR 5 2 &,
[9.7.1. 9.7.2 ]

3. RERUVRAE

1) ﬁi;‘%&lﬁﬁi%mﬁﬁ
W A I VAP E L L TC1IH 15mg 29I &EL L, 15~30mg % 1 H 1

Ef7nESE01 :f A5 5, 2B AE JERIZIG U 1 B 45 mg 2 #8272 VO C il B
THNEEIT 1AM EORBEZHITC1LIHEHEELTI5mg o179 2 &,

(2) BERUVHAEDRERERE - BRI
A EE R L

4. HERUVHEICEEYT 2FE

1. RERUVAEICEEY FE
AHN OB G BITMBERANRE 72D K5 BETLIEBICBE LN OREGET DT L,

5. ERPRAHR

M BEERT—2/\vF5—
BN

(2) ERER IR
AR L

(3) RERGRRHE
LR L




(4) #REEHIEER

1) BRI ER
OENE LTS A% iR &R
D ORBE ARG & LT 6 M O EEAE R b T B M HGaER 2 i L7, 3T
DINVHAFE G RETHYAET 15 mg/H & L, 30 mg/HAEL TN 45 mg/ A #E
% 23 BIZ 30 mg ~FRfilHE R, 45 mg/ A BEE 33 B IZ 45 mg ~TRHIHEE L &
BB R IIHEA MR L7, 222 15 mg/ HEEMK O 30 mg/ HEED &
HT (P k) B> HAM-D At 2 a7 (17T HHE) OB 5-BMERT» 5 02L&
(LOCF) X7 7 B ARBECHHE L CABEICKRE Do T, 7B, VX FE L 45 mg/
HEECTORRIL, 30 mg/ HREAE LIS & O TIE/eno72 89,

#* HAM-D &3t 227 (17 HH) o5& T (k) Ko 2k (LOCF)

BT n HAM-D ZA{kf Y 72
7T RRE 70 -10.4 (7.5) —
15 mg/ A #E 65 -13.3 (6.8) * -2.8 (-5.3 ~-0.4)
30 mg/ A 7 66 -13.8 (6.9) * -3.4 (-5.8~-1.0)
45 mg/ H B 69 -11.9 (7.6) -1.6 (4.2~ 0.9)

1) Mean (S.D.). ¥ : p<0.05 F IR L THEZAEDY (ANCOVA)

2) 7T ERBHIKT B/ 2 T PR OAEDHETEE K U O 95%(F 48X [
BIVERZEHAEE 1T, S V2P 15 mg/ HEET 85.5% (59/69 #1) . 30 mg/ Hif
T 80.0% (56/70 %), 45 mg/HEET 80.83% (57/71 #) KO 7 & RHET 67.1%
(47/70 ) T o To e b S o LEWERNIBEIR T, I AV # e 15 mg/ ARET
44.9% (31/69 f51). 30 mg/ H Ff T 54.3% (38/70 f1). 45 mg/ H BT 42.3%
(30/71 B) L QY7 Z & AREET 80.0% (21/70 f5]) TH - 7=,

QERNFELME 7 IILARFHY I U BLERHER

D OBE ARG & LT 6 B OEMER L B ERIEGRRICI W T, I v Z
BB (16 ~ 45 mg/ B) OG- T (PR Kfick 17 2 HAM-D &5t A =27
(17 HHH) OF&E-BEEIN S DL EI1F-13.8£7.3 (n=95) Th 7=, —~J7. 7V
R I~ b A UERERE(50 ~ 150 mg/H) Ti3-11.7£8.1 (n=98) TH Y &
{EEDZE L Z D 95%(EHE X M1E-2.20 (-4.35 ~-0.04) T - 7= (p=0.0462) 0,
FIVEFRR BB (X, SNV ZFE B ERET 78.1% (75/96 f5il) KOV 7 VAR 43 v
~ LA VERYERET 68.4% (67/98 B)) TH o T=, Ik b Z 0o TmEHWER IFHBER T, 2
NEFE R T 43.8% (42/96 ) KO 7 VAR FH I v LA UERIERET
21.4% (21/98 i) TH - 7=,



2) REMHER

ERNE IARARSHER

I ONFEE ARG L Lz 52 B HS- (156 ~ 45 mg/H) |

7 (17 HB) X BE5BRERTD 10.2+16.5 (n=107) 7>H 55145 6
L7 o72(00), %5 6 % LIE, 5 52 1 (4.05.2) £ T7 ﬂ%{%ﬁfﬁﬁé L CHER
S VZHE L 30 mg/ H )

L.ILZHE /@Eﬂﬁ?&“ﬁf DNRDBHER I N, F Tz,
5 45 mg/ F ~0DH B

(Z &0 SGaE LIER B0 bz 119,

(2 kb HAM-D &7 A =
TlE, 6.9%5.1

# HAM-D A#t2 =27 (175 H) (0OC)
BRI BHBRsAET | BG el | B5 120 | B 24 0% | #1552
n 107 100 97 83 71
HAM-D
aspxay v | 102 (65) 6.9 (5.1) 5.7 (4.9) 4.1 (4.1) 4.0 (5.2)
1) Mean (S.D.)

BIVERZEAER 1%, 79.8% (87/109 f4]) Tdh o717, b2 h> > TRl
(46/109 f5) TH - 7=,

VEFITHEIR 42.2%

(5) B - FHEAIHER
CER LD

(6) ‘aRr & F

1) = FARGRIAE (— IR EARGRRAE 5 E EARRAE AR L REE)  BERST
BT I A—RAE. RERTRERABRORNE
Y L7gn

2) RBEHE L TERFEDNDHNBERIIERE L-FAE - ABOME
BA=RAA
(7) ZDith
BRI L



VI. ZE3hEB(CB Y 5IBH

REZHCEESH D ILEYMRITEEYE
NaSSA (/ V7 RLF U AREE - Keitit v b = AREEDT S A ICHE T 2{Lawide L,

2. EEER

(1) Ve FRERL - VERMF
INEFEIHRO T T AT a, 7 R LYV HEREER R ONT B 2 BRI L
THHUER 2R L PO k=2 R LT KLU O OMimiEz i 5.,
IAEHFE LI 5-HT, RO 5-HT, ZAKENET 5720 L 1 b= OMRAZER K
(Z &0 S 5-HT, ZAERPEE SN D INVFTELD S () BHRRMERIT o, 2F
k& 5-HT, 242 BICE L, R (0 SHERIERIT 5-HT, 2R K Z EICHET 5, N-
LA FAREWILT > PICHE BRI SRR T, ap ZAEEK O 5-HT, A~
OBRPETZINZFE L LRIREChH -T2 179,

(2) B ERM1T 2 HBREUE
no>2EH
D FREEEE T S o~ v 2 OBBITE 2 #ifl L 72 v,
2) 7 v & MWz DRL72 A7 > MTBEEEARIC W OGS R 2 LR SE7 19,
3) BAE G- CRRERTH I 7 > b oDsiEh & T 2 i) L 7= 19,
) ARG TT v k&AW EHURKGRBRIZ IS 1 2 RN B R H 2 4 S iz 19,

(3) fEFRRTESR - FEESRT
LR L



VI EMEBEICET SEE

1. MAREDHRS

(1) A LA I PR
AR L

(2) BRREAER CHER SN PIRE

1)EEKRES
HARNERER AN B I V2 15 XE 30 mg Z AR O&RE Lz & & EleH

TR N T S 30 N = F 31,7, 32.7 il T o 7= 1719
% fHERR S 31T B AR N4 5D I L2 P DI BN T A — &

H& Tmax Cmax T AUC, ..
(mg) n (hr) (ng/mL) (hr) (ng * hr/mL)
15 4 1.1£0.3 38.1+5.8 31.7+8.2 477.2+115.5
30 4 1.4%£0.3 76.4+17.0 32.7t4.4 1006.3+116.4
Mean=+S.D.
) RE®RE

HARNERRANBMHIZI V2 E L 15, 30 XL 4bmg % 1 H 11819 HREKERD
b Uiz b & KRG BEORKEEICBO T & 5% 1.5 B (F 9 i) e g g
FEIZEL, AUC,,, XU Cmax 1T 26O EOHFFH CHEMBEMEA R LT-, 45 mg
A G5 OFRIIE 23.2 R CTh o 7z, A bG&E & b, 7 BLURICERIRIRIZE
L. E-EREERO R 19,

FAEFERNCB T D KERERFO I V2 Y v OPEIELRI T A —X

H& e Tmax* Cmax Ty AUC,
(mg/H) (hr) (ng/mL) (hr) (ng * hr/mL)
15 9 1.5 43.4+t9.44 — 393+£84.6
(0.75 ~ 3) e -
30 9 1.5 83.2+27.5 — 778178
(0.75 ~ 3) e o
45 9 1.5 146+49.8 23.2+6.06 1147+288
(0.75 ~ 3) : ' '

X LA (e /IME ~ e K AED)

Mean=+S.D.




) EMEHIREF A ER
IVZ PR OD §E 30mg 177 AV DERGHEGERGEKZRERFE 2T O 128720 Iv
2P 0D $E30mg [ 7 AL XiTV 7 L w7 A§E 30mg Z fEFER A 5+ 40 1] (1
20 () (ZHEIRE 85 U AR ORI 2 H17E L C 38 ENHED & il LA
D AW R M 2 FRGE L 72 20,

(%R EIRS O EMZHRISEMERBR AT A KT A Ok IEIZ DUV T CFERK

24 £ 2 F 29 AT SREEFAT 0229 45 10 B) ICHEL FEEMR FICHIT 5 2 #1 2

BBRTYVA | Mo o A4 —"—ikE A,

DD 415 BOABRMM A2 THE L, 2BEOABRBEZFETHE L,
2B T E BT OROWRIERIRIX 9 AL EE LT,

BRI L C 10 BFELL E O Pz W T, 1EERICIVEZ P L LT
T 30mg GHTAINZYEL ODEE30mg [ 7 A/ 1EEZKARLXITKD

Y CHERO#SE., XITY 7Ly 7 Z5E 30mg 1§84 150 mL DK E & b ICH
B uE 2=y

LR 5T HIAROE T & bITIRBREEO & G0 & 5% 20 43, 40 47, 60 47, 80 43,
o 100 %y, 2. 3. 5. 8, 12, 24, 48 KON 72 it 14 B L LT=,

o BT LC/MS/MS 7%

<SKWENRE /N T A — K >

HIENT A—H SHBNT A —H
AUC 19 Cmax Tmax Ty
(ng * hr/mL) (ng/mL) (hr) (hr)

I EL OD
5 30mg [7 AL

V7 Ly R
30mg*

IALEYE L 0D
$E 30mg 7 A/

V7L REE
30mg

XK TRA (Mean=*S.D.,n=40)

722.95+195.42 67.33+£22.97 2.3311.40 17.46+3.79
K7L

723.46+198.55 | 75.50+28.18 2.01%x1.41 17.48£3.81

685.49+220.04 84.48+33.63 1.18+0.54 17.59+3.58
Kb

672.10+186.18 | 73.44%26.98 1.48+0.66 17.33%£3.31

HonT-EEE T A —% (AUC. Cmax) 22T 90%[EHE X M EIC THEHENT
AT o TG R, 10g(0.80)~ log(1.25) DEIFHIN TH V) | ifi Al D A9 F 00 [R5 D iR
i,

AUC(OH72) Cmax
2 BUF I 0O *H AL HafiE o 72 log(1.00) log(0.91)
K7L
90 %15 X [t 1og(0.97)~ log(1.04) log(0.81)~ log(1.02)
2 TUF I OO x4 HafiE o 72 log(1.00) log(1.13)
Kb Y
90 %15 X [t 10g(0.97)~ log(1.04) log(1.04)~ log(1.22)




—KiEL— —kHY —

(ng/mL) (ng/mL)
100 120 -
—e— 3 LY 2 ODEE0NET 7 AL —e— 3 JLH YL 2 ODEE30mET 7 AL |
i -0 ) 7 Ly 7 Z$#30ng i 100 1 -0 U7 Ly U 2 6i30ng
5 80 Mean=+S.D., n=40 I Mean+S. D., n=40
By i
FS x
it it
N L2
] i
i i
T Js\“‘ﬂ“w‘—n r’(lﬁbg:m
0 358 12 24 48 72 (BEH1) 035 8 12 24 48 72 (B5H)
P51 ER Erasxcaa|
MAEF RN ONZ AUC, Cmax ZD /38T A — X L ERE ORI AKHE OB E B %L -
7 )5 D BB S U2 > TR AR B ATHEMEDS B B,
(3) h&EE
MR L

(4) BE - ftRAEOFE
BEDHE
PEFERRAIZ IV Z P B 15 mg Zff ke X ONm R B IR C R OG- L7 &
& MR LSBT SR IR T Tmax 230 NTEIE L7 (E &R 1.6 FFfE .
NENG RAR LY 2.4 fH) 25, Cmax, AUC, ..k O IT & FOREITE O bk
oo OMEANT =),

HRAEDEE
N7 karvy—iL
e N BPE 22 Bl I VX E L 30 mg &7 b 2 — LED (CYP3A4 L
#) 1 H2[F200mg © 7 HEREROEGOERE 3 B HICHRERAOKG LZE Z
A B R R L X P E O Cmax LN AUC, 1T ZNZH 42% K% TN 52%
L7 2 ONEANT—%),
DR A FIERNARZETE

2Q)hAILNIEE Y
ERERR N BIEIC L R<=E B (CYP3A4 #5E38) 1 H 210400 mg % 21 HFE
RO #ZINVZIFE 30mg # 7T HRKER DG TIHH. b5 0EI 7
> 30mg & 7 HEIKER OB GH% I LA~ 1 H 20 400 mg % 21 HRXE
ROFEGETHALIZE ZA WTHOHAED INZFEL D AUC, ,, TV < E
BN K D EEEFHE AN LA 60%8 LTz, — 05, LR~ B B OSRYEiE T
A—ZIXPFAIC L0 EBEZ T ool 2 GNEAT — %),



)7xz=kA>

fEFERABMICI N2V 1 H 1E 15mg & 2 HMERDHEEL HiTT1H 1
A1 30 mg % 5 HMMERO&HZ 5% INVZFE1TH 1IR30 mg KON 7 == kA
(CYP3A4 #%iE4K) 1 H 1[H 200 mg % 10 HMEROKGSTHHALIZ & Z A DF
Ik I 29 e ® Cmax K ONAUC, o, 132 NEH 30% K OY 46%80 L=, —
F.T7 == A OIEMEREITIIOFHIC X 2 EEITRO e o7z 2 NEANT —
2o

HAFTY

fEERR AN BYE 12 Bz A F2 0 (CYP1A2, CYP2D6, CYP3A4 ZD[HER) 1 H 2
6] 800 mg % 5 AMIMERD#EE#Z I NP 1 H 118 30mg 2 7 AKERAD
BETHALIZEZA I NAZPE D Cmax K NAUC, T B G & N TE
FLEI 24% K O 64% NN L7278 N XA B R ITmBo bnio e, — . v
ATV DIEMEREI I L 2 BITRD oo 72 2 GMEAT — %),

PV TAVN

R N B O I I V2P 15 mg & V7 B 34 15 mg % OF ] CHERE
AE Lz ZA INZ VO MiEfREITHEME 5K & I ZIZFERICHER LT,
— VT B RO MBEFERE IO L B EBIEERD b7 2 BLE AT
— %),

6)TH/—I

fEEERR A B 6 i I L Z e 1 H 1 30 mg 2 7 BXERO# 5%, 8 HE
IZI VAP E L 15 mg B[R O #H#% 30 /pic ¥ /) —/L 60 g & Halfk OG5 L=
E A MR INZFE U EEITT Y ) — L OBFRIC XY &< HEB T DM AR
DO, — = H ) — I OIMSETREHER T 2 ) — VI GRE L FEETH -
7=, AUC 1= & /7 — )VE R 51 & g UKD - 72 2 (GMEAT — %),

7yNaFtEFy
R R N B E R O tEiz I v 2 e 1 H 18] 30 mg & /3e 152 (CYP2D6 [l
FHIK) 1 H 1M 40mg # 9 HREIKEREAHE G LIz A I VX P E LD AUC, 4,
VL EIE B L B 18% BN LT, — 7. /<2 FE T D Cmax KN AUC, ,, 108
Ik W EBEZ TR o 2 (HEANT—4),

8) &) F oL

TREEER A BYEIZ I L2 30 mg OHRIRE A5 2 BT REE Y 7 A 1 H 114
600 mg DXER LD 10 HHICHEBIROKE L ZA FHICK A I v &2
BV ORYERE~OFBIIRD G oo W UNEAT — %),

NIILITFYY

7 hur UK 1.4 ~2.0INR E 25 L5129 T 7 U o ERORE LT
FERA B 16 Bl I VXY 1 H 1B 30 mg % 7 HREKEROBREGCOFH L
LA T hur EVRRIIU LT 7 U BRI TIEH D0
BBICHEE L (L7 7 U BB ERE © 1.6+0.1INR, I /L& I
1.840.3INR) ? J+EANT—4),



107 rYTFUY
R N B R O I A Z 1 H 11E30mg @ 9 HEKER &S LT
SNV TFIV1HLIETSmg 2 9 HIRIKERAES AL E Z A PRI X
D BEMETIZIAZ VP E LD Cmax 1E 36% MM L7, ZETIZI VX P E L DOFY)
BB T A —F BT A LN o Te, —H PRI X O T I R Y FF U
> ® Cmax &N AUC, ,, 1TZNE I 28% K X 13% L7223, B ETIX Cmax 23
23%H4M L7222 QUHE AT — %),

1M YRARY Ky
MERTELZEIZI VXYL 1 H 1[0 30mg DKERAFELG LY 2Y Rl
H2[E1~3mg OEROEL (T b BB E) 208 LR ORI X2
U ARY R OFEYBRE~DBIIRD e oo P GNEANT—4),
1 2) INZ P OAEGERRIL D O - O DIREEI TH D,

(1) BBHfT 7734
AR L

(2) AR FE 22
AR L

(3) HREETESH
SLZHE L 0D $E 30mg 7 A /L] : 0.0411+0.0089hr? (K& V)
0.0415+0.0090hr* (/K72 L)

@ oYTFR
MR L

(5) BT
TR L

(6) ZDith
P L e
3. BERGRE A L—> 3 V) @

(1) R A%
P - L 2

(2) 135 A — S EHER
LB L



4. YR
EER L

5 9%

(1) itk — RiBEPI B
DR L

(2) itk — B AERIPTEB I
MR L

(3) Fit~DB1TH
;YL O P THIPICBATT S Z Ll ST D 29,

(4

~

BERA DB
R L

(5) T DI DRBEA~DBTHE
DR L

(6) MIFBEIHEE R
AHFELDE FUREN~ORARIL, 0.01 ~ 10 prgimL O FH TTH 85%
VC‘\%O?‘: 27) (1]] Vjt]'o)o

6. {XH

(1) BB R O R RS
PEHERAL = AT gk
IV E P ATIREUICAGH S, O EEHRIK L, 8 MLOKEE L, N-2 LD A F
M, N=2 fLOBAL KO T N7 v U BEEIC L DH 4R T I MbTh L LHEESH
7o 229 (SNEANT—4),

Q) RBICESTIEBHR(CYPH) DHFRE.FEE
AFNTE L U CFHEEEE CYP1A2, CYP2D6 } () CYP3A4 (2 L v it sn o,
8 W /AKER(LIZIE CYP2D6 } O CYP1A2 23 E(ZBAS- L. N-2 (i A F Ak e O N-2 fir
FALIZIZEIC CYP3A4, £72 CYP1IA2 LG LT Db D EEX vz, £/o, IFH
v @ CYP1A2, CYP2D6 } ¥ CYP3A4 Ik 2 EEMITFH LD EEZ BN
72 2829 (n vitro IMENT —4),

(3) DEBBHROEREUZ DA
LR L



(4) RBMOE OB RRUTEILL FFELE
MR L

7. Bt
R IC [UCI TR L7 S V2P 20 mg 2% 5 L= & & & 51% 168 B[ £ Tlo#
B UT-HBRED 80 ~ 94%73 R M OVFE H TP S A R TPITHY 76% ., FHUTHKT 15%) . £ DIF
EAERRETH o T R A~OREAEOYEM BT 5 L= ED 5% L T Th Y | #
FADREAROPE L IEF IV BETH 722 UHEAT—4),

8. FSUAKR—E—IZEET BIER
mMER L

0. BHHIZ & HREE
R L

10.5ENDEREEFITHEE

(1) BHaEfEFRF QO MR P RE
INEFPE 15 mg ZHEERE L& & PEELROEEOBEHBKRTER(Z LT F=
7 VT T AEN 40 mL/min Afii) (231F 5 AUC, &, BHEEE EF B REIC X TER
FI 4% KN 116%HEM L, 7 VT 7 U AFEEIMET Lz, L L BRE OB T
FRECIL BHSRE IR BRI R TET R - T2 O UNE AT — ),

(2) FFrHREREERF D MR P IRE
INEYF L 15 mg ZHEHE G U & & O i IR RE IR T i B CRERE w2 i
IZHAHK) 40% R o 70, £72, AUC, N IBERE mlin g BRI FL~AFREREIN T Sl & B C 57%
LS VEETHIELZZ U T 7 0 ATHEREIR T @il C 33%IK722 > 72 3V GRE AT —
),

Q) EErE D MIEFRE
INNEHFE20mg & 1 H 1A 7 Bf&EEG Lz 2 OEFIRREICEIT S AUC, ., 1X.3F
B IS E S CAEICE T2 (B 1.8 5 Atk 1.1 6% R UNEAT—4),

A BRIZEITHMBEFEE
IV E20mg & 1 H 1A 7 Bf&ESG Lz EOEFIRREICEIT S AUC,,, 11,5
PRI AT T o 7o GEEE « 2.0 5. &l 1.2 %), 72 FRUNT A I~
TEMETHRICEN -7 GEEInE © 1.6 5. EimE : 1.315) 2 GMEAT—%),
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Bl 52 &L (5.1, 8.2-8.4, 9.1.1, 9.1.2, 15.1.1 &

8.2 W& Mg B = 7 3AECRIR, S EOR  BCRYE R T 0 U R
PIEEN AT R B, BRSNS bbb Z ERME IR TWD, T2 REBHRIZH LM T
XN T OFER - 1TENZ Kk LIERNZ W T MR R OB UL A ZEE., B
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HIT, 2 S OFEROBENEER SN HA I IRREZ B e lgB&E L, Pk
T 57 S E AT S Z &, (5.1, 8.1, 8.3, 8.4, 9.1.1-9.1.4, 15.1.1 ]

8.3 HEAHMTOMBERMZL 7o, BREM AT O b 2 BTG T 5561213,
1By DT At i/ NRICE S5 2 & [5.1, 8.1, 82, 84, 9.1.1, 9.1.2, 15.1.1
Z ]

8.4 FIEEIZ AR A AR, B | BORVE | Gy RIS O T O 2 b M OV LRI FB
b3 BIVD U R T FEIZ DN Tt 217 BT & B ICEE AT &9 K 545
w45 L, [5.1, 8.1-8.3, 9.1.1-9.1.4, 15.1.1 &[]
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DIRFEZBIER L 2N DR A ICHET S 2 L,

6. RENDERZEZHT HBEHICHI IR
(1) BHHE - BMEEZFDH L ESE

9.1 EHHE - MEFEZEDOHHEE
9.1.1 BRTEXIEREHDOBREDHIEE. BERTEDHDHESE

AESE. ARERAS bbb 2 ERH 5, [6.1, 8.1-8.4, 9.1.2, 15.1.1 /]
9.1.2 BS5ORESE

it  ARERNS bbb ZERH 5, (5.1, 8.1-8.4, 9.1.1, 15.1.1 ]
9.1.3 NDBREMEEXIMELFAENTREADHDEH

FMER A B ST 2 L35 5, [8.2, 8.4, 9.1.4 BIE]
9.1.4 BEMMLAEVVHEREETZETHEE

AR A IS5 2 L35 5, [8.2, 8.4, 9.1.3 2]
9.1.5 TANMAVEDEEHEREXIICNLDBREROHDLEE

REEEEARE TN D D,
9.1.6 MERE(DHEEFMEMCEEES) XFEBELEDOHSEEH

JEREZ B ST D BENNH D,
9.1.7T QT EREX I ZDBREED H 5 BE ZRLRIKCED ) H LMEENHHEE
QT 4t &, L2241 (torsade de pointes 5 dp) A Z 9 HBE 03 H 5, [10.2, 11.1.7
2]
9.1.8 HANEXIFERANETED H D EE
SJERZBLSEDRBENDRH 5, AKX/ VT KLU Uik 2T 5,
9.1.9 BERE#OH D EH

FJERZBL ST DBENN DD, AANL VT FLF U Uikt a{EdEd 5,

(2) BHrElEERE

9.2 BHEEESTEE
KENDI VT Z o APMETT D 6EMENH 5, [16.6.1 =[]

(3) FFikrElEE B E

9.3 Fr#eefEERE
FHEREEE 2 B X2 BZNNDH L. T AR 7 V7 T 0 ZAME T4 5 aljEME
N5, [11.1.4, 16.6.2 ]

(4) £TEREE BT 5E
BREI N TR



(5) 4x4w

9.5 ¥Eim
It SRR LT 5 ATREME D > 2 e MEITIR R oA st etz BRl 2 &
W SN DB EICOBRKET 5 2 LRI OISO Z » MZ 100 mg/kg/ A % #%
A#5- (b M 45 mg 245 L7z & & D2 giEE (AUC) OF) 2 f5IHY) 25 &
BERBIET RO BH AR ORERMS] & OB CROEMDBIEE S v,

(6) #ZELIF

9.6 1231

TR L AEME R ORI R DA AEME % 5 1 L SRFLOMERES L < 1o Ik SUAA
B 5 OREGER L < X IEE AT 5 2 L BR O b CRIFTICBTT 5 2 &
BESHTNS »,

(7) MR

9.7 /MR
9.7.1 /NRFEZMNZ L L EWNERKRERIIIM L TR, [6.2 2
9.7.2 WA CTHEE STz T~ 17 DK D D hfEE (DSM-IV 22 881) 5 40 %E) BE
xtGrl Le 7" 7 B AR ORI W THIMEDR MR TE R o 7o &L OWE
W%, 6.2 2]
7E)DSM-IV : American Psychiatric Association CKEFG#IE24s) @ Diagnostic
and Statistical Manual of Mental Disorders, 4th edition (DSM-IV & &
DZWr « Fat~==2T V)

(8) B#nE

9.8 BEE
BEOWRELZ B LN S EEICRGT 5 Z L HREN ERT 2820
N5, [16.6.3 2]

7. \HE/ER
10. HBE1EH
AHNTEL UTHAHIEESE CYP1A2, CYP2D6 KX CYP3A4 (12 L v s 5. [16.4
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HIV 707 7 — P&

) — V)
T Au~w AL
[16.7.1 4]

TV = VRPIEEE (7 b=

B, Fl=, 2D OIEKN DS
RS  AKIOER 2T 55
b b,

HEHI 4 % BRIRIER - 18 1R P& - SRR T
CYP3A4 BREH ABNOVER Z T 5k | CYP3A4 OFHEERIZ X

0 AFN D MHE P 703 4
K DATEMEDRH D,

[16.7.4 4]

CYP3A4 #5384l AFIOIERN T D BZFNN | CYP3A4 OFEEMIC &
T A B, Fl2. ZNOEAOOFHZ | 0 ABIO MAE
TJrx= kA kT 256 AR OER I EE | V3 B REEndH 5,
Vo757 B SNDHREMEDR B D,

[16.7.2. 16.7.3 =]

ARNOIER 25T B2 NN | o CYP 45 1#f
H5, (CYP1A2., CYP2D6 X
AFT O CYP3A4 %) oL #EE

FINC &0 AF o i e rpi
FEDSHIRT D ATREMEDS &
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T B RA
[16.7.5 ZHE]
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HKH 4 5% BERAEAR - HE T4 B+ falRIK

o b= AR o h=S VRSN E US| B b= AR
B Er b= B IAL | B LIOT HELTELET | 2B8FNAH 5,
.55 ) HT b,

L-tU 7 b7 7 o aa A
INUIZE TS 3
k7~ K— it
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AFNTFF == KK
(A F L7 —)
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U7y )TN BENARHHLDOT, 7r b v
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1.1 EXGEMER

11.1.1 28 b= U REREE (BRI
Az FE B | BEEL. T, TR RN S ERE AR, I A7 m— X X g
BARLEENHOOND Z ENDH D, tu b= A E OO ARFICRELT 2 i
WERE L 2 D7D FRCEET S 2 &[22, 10.1, 10.2, 16.7.7, 16.7.8 Z]
BEPBD ONTEHGEIIEE G L2 PR L ERGH K MEEO ST EI L & 1T
U7 &2 AT 5 2 &

11.1. 2 SEBERERAE  SF P ERBAME (W37 B RE)
JERYYE D IRED B DT GE 72 & L EINZIL U TR Z1T5 2 &,

11.1.3 FE& (L ARH)

11.1.4 FF#EERES  &E (W3 b B RB)
AST, ALT @ EREZME S RS FER S bbb D Z L2 b 5, (9.3 ]
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. R—R5 - REhE

FERIEIEMLL VT Ly 7 AEE1bmg - U 7 Ly 7 A8E 30mg, L A 2 B 1bmg - L A
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RITARFABRUVRRES EMELNSFEA B RTHBFEABR

JLEYPE L 0D B

2018428 15 H

- B IR E KRR o A 2 HE L AL AR5 B kA
7 FH A KR Py 45 A
JEYPE L 0D b
15mg [7 A1) 20184 8 A 15 H | 23000AMX00777 | 20184 12 4 14 A | 2018 £ 12 A 14 H
018412 H 14 H | 2018 4£ 12 A 14 A

23000AMX00778 | 2

30mg 7 A/
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10. BEERR BMEERARFARRVZORNE
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11

BEEHME

B RN

12. 1R Z= AR FIRR ICBE 9 5 1R
AN T, BRI B 3 B HITRIZE D HAL TV eu,

MEERIHFREM AERVAEEEEMENFRABRUVZNOAE

13.%Ea0—FK
N A REA R | FRIERR 2 — F T rerrenem
e WRERSE—F | (Yd a— ) | HOT OMES | - 5 ok
SILEATFE L 0D
15mg (7 21 1179051F3013 1179051F3030 126542201 622654201
A YL OD §E 1179051F4010 1179051F4036 126543901 622654301
30mg [7 A1)
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1. BIRAER
PGB (L A U 8E - U7 Ly 7 Z8E: 20094 7 H 7 HAGE, HEEEHMTE 2.6.2.2)
(D-002707)
2)Haddjeri, N., et al. : J. Pharmacol. Exp. Ther. 1996 ; 277 (2) : 861-871 (PMID : 8627568)
(D-002722)

3) INZ VB OIIIEH EORH L) SIEH (L AR UEE - U 7 Ly 7 ZEE : 2009 4F 7
A 7 HAR, HEEE M 2.6.2.6) (D-002707)
) HENER  REMERER (B FRR)
5) FLN R} ¢ Z2E MR SR (s aER)
6) thNE R}« ZeE kR (I a1dE)
T FENE R - AW RO IE SR (VA 28 B b)
8) K FHIE « FRPRKSARIEFL. 2009 ; 12 (2) : 289-306 (D-002717)
9) 7T AR HEMRFRBE (LA U8 U7 Ly 7 ZAEE: 200947 A 7 HAGE, H5E
EEMTZE 2.7.6.28) (D-002718)
10) RHIFF TR, fih : BEPERS#RERFL. 2010 ; 13 (2) : 339-355 (D-002719)
1) AR TFRIE « BRI 2009 ; 12 (3) : 503-520 (D-002720)
12)EMEGHRBR (L AT U8 - U 7Ly 7 2882009 4 7 A 7 HAR, & B
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#HiEE) (D-002721)
14) Andrews, J. S., et al. : Drug Dev. Res. 1994 ; 32 (2) : 58-66 (D-002723)
15)0’ Connor, W. T., et al. : Neuropharmacology. 1986 ; 25 (3) : 267-270 (PMID : 3703175)
(D-002724)
16) Nowakowska, E., et al. : Pol. J. Pharmacol. 1999 ; 51 (6) : 463-469 (PMID : 10817523)
(D-002725)
17) RARFETe, fih - FEfE & AR, 1990 ; 24 (10) : 5365-5377 (D-002708)
1) WA HERB (L A U dE - V7 Ly 7 Z8E 2009 4 7 A 7 A&, B & EHMEE
2.7.2.2) (D-002709)
19 REHGAB(L AT U 7Ly 7 28 2009 4 7 A 7 H KGR, H 35 & Bl 2L
2.7.2.2) (D-002709)
20) tENEEL - AW R SENERRER [OD §& 30mg]
QDBFEOREHBR(L AT UEE - U7 Ly 7 A8 : 2009 4 7 A 7 HAR, H & EHE
2.7.1.2) (D-002710)
QDM EAERM (L A g« U7 Ly 7 ABE 2009 45 7 A 7 H &R, H G E B2
2.7.2.2) (D-002709)
23) Spaans, E., et al. : Eur. J. Clin. Pharmacol. 2002 ; 58 : 423-429 (PMID : 12242602)
(D-002714)
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XII. &

CFRF - BREXIEICK L TERIKHIBIZ1T 5 (2H = > TOSEER

AEQERICEAT SR KEICEARZZTTOWEVREICEAT 2EHRMNAEEN LA
BAZEMEILILTLVEVABTELEFENTHEY  HCETHLRB SN TWIRBRAETSHE
ONHEREZERL LTRRLTVWA  ERREENBRREAZRITT 5 L TOSERR
THY MIFQAEZTRT LD TG,

(1) ¥
SNFFEL 0D 15mg [7 A )V
IR EEIC 31T L EMIL. 25°CT5%RH OIRESLMETIZHBWT, 90 HH ETWFh
ORBIAHIZBW T HHIEOHPENTH - 7=,
HDORMETIZBWCIE, 7HH (16.8 5 1x » hr) £ TITHBEOHPINTH > 722, 14
HH(83.6 lx+hr) ICEHEREKTFIZEVBBKIE R oT,

1 (25+2°C, 75+-5%RH I - AV Er436))

AR E BER DB PR AniE 30 HH 60 [ H 90 H H
IRREBDOREET, D

MR | TR EE | REEORR i L Zfei L Z{ei L
ZEnHD

R 95.0 ~ 105.0% 98.6 97.7 98.1 96.2

1. 3 [H D (%)

W (25+2°C, 60£5%RH, 120 )5 Ix - hr*! AR Y ¥ 1 4346)
16875 | 33605 | o0 | 1905

AR E A O HIKE PR At Ik ~hr | Ix-hr | T ST
(7THH) | (14 HHA)

B DRFET, D
P R | TR ESDD | BEEOHMR | Bel | Al | Bkl | Bkl
LD D

e =g - o 94.9 92.7 89.0
TE B 95.0 ~ 105.0% 98.6 95.7 GRS | s | s

$%1.1000 1x, 50 HH
2. 3 [H D (%)




SNFHFEL 0D & 30mg [T A )V

YRR REIZ 35 1F % 22 EMEIL. 25°CT5%RH OMESAE Iz T, 90 H B X TWhh
ORBPIAHIZB W T HHIEOHPFEANTH > 7=,

HDORMETIZBWTCIE, 7HH(16.8 5 1x » hr) £ TITHBEOFPANTH ~ 724, 14
HH(83.6 J1x * hr) ICH &I LV HkS & 72 o7z,

L (25+2C, 75E5%RH Y « AR Y B s4yra)
RERIE H FEA O HKS BH AR IEF 30 HA 60 HH 90 H A
PRHODEFRANY O
s BN FEET. OTICHE | REAOH K b7 L 27 L 27 L
MEEhZ N D
EREM 95.0 ~ 105.0% 99.6 96.6 95.8 95.0

¥%1. 3 [l (%)

Y6 (25+2°C, 60F5%RH, 120 5 Ix « hr*' /R w4

16.87)7 | 33.6 75
RERIE H BEA D I BRAIE Ix + hr Ix - hr
(THH) | (148H)

60 )7 120 &
Ix - hr Ix - hr

YR EDERRAY O

s R FREET OTICH | KEOAOKE | il | Z{blel | &bl l | 2/l
HEGLIENRHD

E R 95.0 ~ 105.0% 98.5 96.2 o4.4 911 90.1

sy | (B | R4t

$1.1000 1x. 50 HIH
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