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(1) VBB
< INVZHFE B 30mg [EE] >
BREIR S OEMFRISEMBRT A R T A VSO IEIC>WT (Ek 2442 H 29 H
AR 0229 5 10 &)
kR S
WE - AR wHERE SRV
[ElEHOR OB TR - 50rpm (pH1.2, pH5.0, pH6.8, /K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) Tid, HEEHERFIR OARMIZE HIT 15 43 BANIC T 85% LA L LT,

- pH5.0 (50rpm) Tid, HEEHERFI R OARMIZE HIT 15 43 BANIC Y 85% LA E¥s L7,

- pH6.8 (50rpm) TliE, HEUERIFI DA 60% M O 85% T D 2 BFAIZBUW T, AfhD
T SR AR A DS PR R £ 15% D HEPHIZ & > T,

- /K (50rpm) Tik, EUERFIO SRR 40% K 8 85%TUT D 2 B SIZ BT, AL O
HH R IR VE R D SR ER 2R = 15% D FEFHIC & > T2,

- pH6.8 (100rpm) TiE, FEHERAIL OARMIT & HIZ 15 53 LANIC ) 85%LL EIRH L7z,

PLE. RO HZEE) 2 EERA] (Y 7Ly 7 ZFE 30mg) &R LR, 2 ToORBRIKIZH N T
%38 = S DA AR IR T A R T A > ) OHEIEEITES LT,



(VA Hi i)

BHE (%)
100

80
60
40
20

pH1.2 (50rpm)

—e— 3 L&Y E U $30mg TEE]
- = = 7L v Z2$30mg

100 |
80
60
40
20

BHE (%)

pH5.0 (50rpm)

—e— 3 L& §E30mg [EE]
- = =1 7L v 2 2§30mg

o
o R

10
BFfE (53)

0 r¥
0

10 15
B (53

EHER (%)
100 |

80
60 |
40
20

pH6.8 (50rpm)

”
s —e— I .5 HE/§30mg TEE]
== = U3JL v 7A§30mg

100 ¢
80 r
60 |
40
20

EEE (%)

A (50rpm)

—— I 2T §E30mg TEE]

== = U7 v 7A3E30mg

[an]
o R

10 20
BE (1)

30

30 60 90
I D

EHE (%)
100 }

80 |
60 |
40 |

pH6.8 (100rpm)

—— L2 $730mg TEE]
=== 7L/‘y97|\ﬁ30mg

o
o R

10
BFfE (53)

15

10




(2) EENER D80 E A O AW 0 R S vEeER )

<INVAVPELEE 15mg [EE] >
INVEYFE B 15mg TEE] &, 5 &N R 58 0 ERRA O AR ENRERTA K714 (OF
A% 24 4 2 A 29 HIEAFEAR 0229 55 10 5) ) (K&, IAXVP U6 30mg [EE) & FEUERLE| &
L7 & &, IEHZEEND RS &OHE S, EMFEmICRSE & e ST,

ARG
iE . AARIER T EHREBRE SRk
[l ORBRIE : 50rpm (pH1.2, pH5.0, pH6.8, 7/K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) Tidk, EEERAILOARMLITE HIT 156 GLANIT Y 85% L, Riat Lz, £72, &
LR AL (156 49) 12T DR DM 2 O HHRIL, REOFLEHFEL15%DOHAZEZ 5 H D
2N 12 fHH 1L T T, £25%D#PHEZ B2 5 HDONR o7z,

- pH5.0 (50rpm) Tid, EEHERAIR OUKGIXE BT 15 LAWY 85% L. s L7z, F£7o, &
R AL (156 49) 1231 A AR DOME 2 O HFRIL, REOFLEHFEL15%OHAZEZ 5 D
2312 {8 1ELLF T, £25%D&EPHEBZ 5 HDONRI -T2,

- pH6.8 (50rpm) TliE, FEHERIF| O FEAEHENK 60% % X 85% & 725 2 RESIZRB W T, A F
s R I AR AERA O PR B R £ 10% OFHICH > 7o, T2, BfRHlIS (16 5) 1B 54K
s Ol 2 OFHFRIT, REOFLEEHFE L 15%OH LB 2 5 H 02 12 i 1 ELLF T, £25%
OHIPFAZBZ D H DM -oT2,

- K (50rpm) TIE. HEYERIFIO SRR 40% K O 85% LD 2 B SI2B\\ T, AL D
HESR I ERLA O PR H R £ 10% OIS H 7o, £2, BRI (45 2)) ICB T 3K
2 OEHZIL, RO FERHEE15%OFAE 25 O 12 i 1 {HLLF T, +25% 0%
PHAEHEZ D H DN T2,

- pH6.8 (100rpm) Ti&, [FFERIKD 50rpm DU HFER T, 30 73 AWITIEERG], &b & 12
85%LL FIERH L7-7-% . 100rpm DO HRERZ2E M LT,

PAb, R OEHZEB) 2 EERA] (I V28 30mg TEE)) & HER LR, 2 TOEMFICE

WT TE R 580 ERRA O W7 REHERBR T A 74 2] OFELECEE L2 &
5. EWFERICRE L B ST,

11



(7 H il )

BHE (W) pH1.2 (50rpm) BHE (%) pH5.0 (50rpm)
100 | 100 |
80 | 80 |
60 | 60
40 40 |
o0 L 7 —e— 3L 2 ¥ 15mg [EE] 20 o “ —e— 3 L2 EE15mg TEE]
= 2 = 3L RYFE$30mg TEE] - & = 3L ¥ $830mg TEE]
0 L! 1 1 1 0 L! Il 1
0 10 15 0 5 15
BrfEl (47) B ()
EHE (%) pH6.8 (50rpm) EHE (%) 7K (50rpm)
100 | 100 |
80 | 80 |
60 | 60 |
40 | 40
20 | /N —— 3 L2 FEEE15mg TEE) 20 |- —— 3 L2 FEEE15mg TEE]
- & = I L&Y $30mg TEE] = = = I L&Y $30mg [EE]
0 L! 1 1 0 L! 1 1
0 30 45 0 15 45
R (47 B (47
10. &% - 2%

(1) FRFRELER - . NMENRRLESH - ARICET H1ER
Y L7R0
(2) aE
(S LAY E g 15mg TEE])
100 &£ [10 $£X 10 ; PTP]
100§ (7T AF v 7R bL; NT]
(SN AHE iR 30mg TEE])
100 &£ [10 $£X 10 ; PTP]
(3) FPEEE
Y L7R0
(4) BROME

PTP % T Ak

AR AR EFLr

PTP : RV =L 7 4 VA, T =L e e e
Ty 7 RV T7TrE LY

1. BIRREEh S EMHE
AR L

12. ZDh
RZ YGRS TE e L

12




V. ARICEYSEE

3.

. DIREX IR

9 DI« 9 DIRTE

. MREREIMHRICEHET HERE

5.0 8E I RICEIET 5EE

5.1 510 DHOHEEIZ LY | 24 5L FOBE T, BEGE, BEENO U 27 BHINT 5 & OmsE R
BDHID, RO HIZHTeo>TUE, VAT XX T 4y "NEEETHZ L, [8.1-8.4,9.1.1, 9.1.2,
15.1.1 &M

5.2 AHl%& 18 JAN DK D DR MR EBE IR HBRICIT#ES 2 EMEICRS T2 2 &, [9.7.1,
9.7.2 & ]

(fiah.)

5.2 JEAEGEE AR SRR EEN (CFL 25 4 3 A 29 BHEH) (2 X AT
AENOWEINCERfE ST T~1T DK D DIHRHEREFREE LR E LIz 2 DO T T B R RERR
RER O FNERNT OFERL, 77 B ARBE L Wl U CREFICA B R ZTRD Do Z &
5. 18 AR OK H DR EBE 5T 2 BTG 2 HEICHRTTT 2 2 & 2 RS
BTI=OIZIBRE LT,

AERURAE

(1) AERUVAEDHESR

W, RAZIFEINVZFEELT1H 1I5mg 29 &EE L, 15~30mg % 1 H 1 MIgEERTIZRE D
BE54 5, 2B, Flin, JERITG T 1 B 4bmg &M 2 2 WEPH Tl a5 28, BRI 1 HEULE
OFEEZHITT1I HEHAEE L T15mg 32179 Z &,

(2) AERVARDHERE - 175

5.

AR L

. RERUVAEICEEY 5ER

7T.RERUVARICEEY 5EE
AFNOEGRIIBER/NRE LD LS, BETLICHEEIBE LN ORET DI L,

(fign)
il 2 DEE DOREBEBIE L RN R GEEZEHT 52 2 LPBETHLOT, TDOFEEEWET S
T2 DAL O SHIDOER EOEE 2 S E IZR#H LT,

% PR AR

(1) BERT—E21Rvr—o

AR L

(2) ERERZFEEHER

AU L

(3) AERBRREER

17.1.1 ERE I8 75 R BHERER
IONRBE ARG L LT 6 M OEER L —EERIEGRAE T Lz, T XTOINNLFFLE
HRECHIIAH EIX 15mg/H & L. 30mg/H AL O 45mg/ HREIL 2 # B (2 30mg ~F@ifilHE &, 45mg/
HEET 3 HIZ 45mg ~iilg & L, S#LICl eI ES R Lz, I 2P 15me/H
KO 30mg/ ARED, G4 T (k) oo HAM-D &it2 =27 (17 HHHE) OBREBIERTI S D%
b (LOCF) X7 7 8RB L THEICKE D o7, 7B, IAXV L 45mg/HEETOR)

13




HiZ. 30mg/BREA B[RS & DO TIERno724) %),

#1 HAM-D §at2=7 (7HH) OfEG/&T (Hik) oz (LOCF)

PRt n HAM-D Z{b k™" 7
75 AR 70 —10.4 (7.5) —
15mg/ H & 65 —13.3 (6.8) * —2.8 (—5.3~—0.4)
30mg/ H & 66 —13.8 (6.9) * —3.4 (—5.8~—1.0)
45mg/ H ## 69 —11.9 (7.6) —1.6 (—4.2~0.9)

1) Mean (S.D.). *:p<0.05 FI7EREEIHLTHEZXEDHY (ANCOVA)

H2) 7T RARBT DR/ 2 L DZEDHEE K O D 95%(E FE X [H]

BIEFREBBEE L, I V2V 15mg/HEET 85.5% (59/69 f51]) . 30mg/ H #£ T 80.0% (56/70 1)
45mg/ H#EC 80.83% (57/71 B) M ONT7 T BHREET 67.1% (47/70 ) Th-o7, b %o EIE
FIIEIR T, SV X P 15mg/ HEET 44.9% (31/69 f1]) . 30mg/ H T 54.3% (38/70 f31]) . 45mg/
HREET 42.3% (30/71 ) KROT T B AREET 30.0% (21/70 #l) T - 7=,

(4) BIEMEER
1) AREREERER
17.1.2 ERFEMHE I ILAFY S xR HEHR

IONRBE ARG L L 6 EHEOEER L —EEREEGEBRICEWT, IAF TR (16~
45mg/H) O¥EHT (hik) Bpickir 5 HAM-D &3t A =7 (17THEHR) OGRS DAL
13 —13.8+7.3 (n=95) Thol=, —FH. ZLARFH I~ LA U BEME (50~150mg/H) T
1$—11.7£8.1 (n=98) TH V., BlbEDELZD IB5%EFHXEIL—2.20 (—4.35~—0.04) TH
57 (p=0.0462) ),

BIVER S BB 1 X, AFIEGHET 78.1% (75/96 ) KOVTZIVARFH I v~ LA VR T 68.4%
(67/98 f5l) ThH o7, bZhoEWERITMEIR T, KRB G T 43.8% (42/96 f5l) K7V
REV I~ U A VEBERET 21.4% (21/98 f5]) T o7,

2) REHHEER
17.1.3 ERE I HEHRSRER

I OJFBRE A G L Lz 52 BRI S (15~45mg/H) 12X VW, HAM-D &t A=7 (17IHHH) 1L,

B HBLGRTD 10.2£6.5 (n=107) 2 oG 6 HTlX, 6.9£5.1 L7eo7c (0OC), #5 6l

DB, #4552 % (4.0+5.2) £TTRMCTLELTHEL, ILZFECORMEETORR
DHER STz, F2., IAZHFE L 30mg/BH D 4bmg/ H~DOHEEIZ L Y &E LEM RO LN

7 7) 79)0
#2 HAM-D &3tx=a7 (173HH) (0C)
i o o . o .
FEEEL! 6 % 12 A 24 JA 1 52 11
n 107 100 97 83 71
HAM-D &3t 10.2 6.9 5.7 4.1 4.0
A=yt (6.5) (5.1) (4.9) (4.1) (5.2)

1) Mean (S.D.)
BIVERZBISER 1T, 79.8% (87/109 f5) Th o7, FxbEh > EIVERITMEIR 42.2% (46/109 1)
ThHoT,
(5) BFE - WEBAHHR
BRI L

14



(6) AEMER
1) EARERE (—REARKRE. FECEABRKRE. EARGELERRAE). RiERST
—RARE. REFRFTREBRAROAR
U ERR L
2) RBRFH L L TEREPEOABRNITEIE L-AE - HROBME
L7
(7) £k
PR

#T—4~

15



VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T aMEF
NaSSA (/v7 FLF U AFEE - Frfat e b = ARENEST 5 DAl
TR BED D DILBMORIEE - ZIRFIL, KRFOBRMNLELZSZRT DL &,

2. RBER

(1) {EREEL - /ERKKF
SNEFENIFRDO U F T AR 7 LT U HEZBR L OANT B 2 JRMRITH L CHUER %2
AU, FROEE h=2 KO VT R U Ol OMBMRER R T 5, I VX013 5-HT
KO 5-HTs ZBRZLET 5720, Er b= OMRMREE RKIZ LY £ 5-HT B/ ERPIEME S
No, INIFELD S (4) BGEMERIT e ZARE S HT ZAEKEZ EICHEL, R () 8BR
PEIRIZ 5-HTs /K% EICHET S, N-BiA F AL T v M THE—KRH S 7= T,
TR O - HTe 2 BAR~OBFMEIZ I N ZFE L L RBETH 7219 712,

(2) EHERMTIHABREE
18.2 15 2R
18.2.1 [RHESE S iz~ 7 ADKBEITEY 24| L7219,
18.2.2 7 v R &= DRL72 A7 o MTEISEEEBRIC BV Ok R4 ER Sd7219),
18.2.3 SCIE#H G5 CIRERAHI T v b OEE B THEZMHI Lz,
18.2.4 KIEH G TT v b & HAWTREIKIKRER 231 5 REIRR 2 G S w72,

(3) ARG - FFHEFMH
R L

@ 2

16



VI. EMBEICET HRE

1.
(1) ARLEDGOPRE

I R E DHERS

B R L

(2) BREABRTHERBShOPRE

16.1.1 BEEES

AAR NGRS AN B S V2 15 X 30mg ZHERE G Lz & &, HWOon I A A 5

o, IR E TR 31,7, 32.7 KR T o721 1T,

K1 AEFERAICR T 2 B QR GREO V2 P OIRYEEFER) T A —X

M Tmax Cmax T AUCo-
(mg) " (hr) (ng/mL) (hr) (ng * hr/mL)
15 1.1£0.3 38.1+ 5.8 31.7£8.2 477.2+115.5
30 1.4+0.3 76.4+17.0 32.7t4.4 1006.3+116.4
Mean=S.D.
16.1.2 RE®E

HARANFEFR A BRI VX 15, 30 ik 45mg & 1 H 1019 HREIKERAOKRE L- & X,

KRG EORKRGIZEBNT, B5% 1.5 FE (PRl <K

FEPREIZE L, AUCo2 KO

Cmax (X215 O HEOFFH CHEMBINEZ R LTz, 45mg Ff& 5% O - ik 23.2 i ¢H -

7o
BEERELELIC, THUNICEFRIREBICEL, F-EHEMIRO N7 18 19
# 2 BEERANCBITDNERGRFO I N Z Y E L OEYENREFH) /T A —F
}EH % Tmax Cmax T1/2 AUCO-24
n
(mg/H) (hr) (ng/mL) (hr) (ng * hr/mL)
1.5
15 9 43.41+9.44 — 3931+84.6
(0.75~3)
1.5
30 9 83.2+27.5 — 778 +178
(0.75~3)
1.5
45 9 1461+-49.8 23.21+6.06 11474288
(0.75~3)

17
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16.1.3 EYF MR F1EHER

< INVHHEUEE 30mg [EE] >
BIEELOEFIRGEMERBR T A R 7 A4 U EO—HLIEIZ SN T (Fak 24 42 A 29 H
SHAFA R 0229 % 10 &)
SNEFEUEESOmEEE] LV 7 Ly 7 A8E30mg &, 7 B AL —/N—{EBIZ LD EFhEn 18 (2
NP & LT 30mg) RN BYEICHEERERE ARG L TR I 2P e REAZRIE L,
BoNT-HRYEIE ST A—% (AUC, Cmax) (ZOWT 90%(EHH XL THEFHIENT 21T > 725 5.
log (0.80) ~log (1.25) OFFHNTH Y |, WiFI DLW IR EMDSHER S T=20),

x3 EYWRE AT A—H

HENT A—H BENRT A—L
AUCOﬂ72 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
INZYE B 30mg TEE] 771.0+209.8 78.2+27.2 1.7£1.0 19.1£3.6
U7 Ly 7 A§E 30mg 777.8£195.4 78.4%+25.9 1.8£1.2 19.3+3.9

(1 $2# 5., Mean+S.D., n=60)

(ng/mL)
100 1
T —I— IVFHE U EE30mg EE
Qe )7Ly A5E30mg
80 HII =

1 $8#%5-, Mean=S.D., n=60

AN QA RV =

)

12 24 36 48 60 72
W (hr)

1 SRR A A HER

MR NS AUC, Cmax FD/NT A —F1E, PBRE ORIN, (RIKOIEEL - RS OBk
FIFICE o TR D FREMER S 5,

< INHFHEUEE 16mg [EE] >
GENER D80 ER A OEYFARSEHERBR T A K742 (FaL 24 4 2 A 29 HIREFAR
0229 %5 10 %)
SAEYEUEE 16mg [EE] (X, IAX VU8 30mg [EE] Z1EHERAIE Lz & & s
IN[AVSE &HIE S, AFRIICRSGE & Rle S ?),

(3) i
U ERR L

18



(4) BS - BfREOREE

1) BEORE

16.2.1 BEOXE
TR A I L2 B 15mg M RR K OVE R BRI ICHERE 0BG L & & MRREC
NEEBERIFIIE Tmax 23T 2NEIE L2 (EREF 1.6 Feff, @B BB EE 2.4 BEfE) 23,
Cmaxs AUCo-o & ORI ITBFOREBIIRD biho 722D GMEAT—4),

2) FH3EDEE

16.71  rar+vJ—i
BEEERR A B 22 Bl 2 LV ZHE L 30mg &4 b= — /LD (CYP3A4 [HESR) 1 H 2 [[] 200mg
O 7 AEKEROELEOES 3 B HICHRERR O Lzl 2 A, BMEHRHCHERI VP E L O
Cmax & N AUCoo T ZFNZH 42% M T 52% N L 7-22) UhE AT —%), [10.2 B]
1) BRAFIERNARIEE

16.7.2 HILIAREE Y
BEFRR N B PEIZ V"~ B (CYP3A4 #5535 1 H 2 [0l 400mg % 21 HRISAERE A& 5% I v
ZY ' 30mg & 7 HHKERAOEG CTHH, HH50IEINVZHF L 30mg & 7 HREER DS
BN EE L 1 H 2 400mg & 21 AMREROHEGTHHALZE ZA WTHOEES IV
2P D AUCo24 [ I H NN~ E BN L DEERFERN AL 60% D Lz, —J5, Iun<t
VU DOIEMENRE T A —ZIIPFHIC LV B EZ T b o722 GEAT—%), [10.2 &)

16.7.3 7=k >
fERERA B I A ZYFE 1 H 110 15mg 2 2 HEXERO&S L, #EiFCT1H 1A 30mg % 5
AMERO#HEEG%, IAZPFE 1 H 1 30mg KON7 == kA > (CYP3A4 #FE3E) 1 H 1[4
200mg # 10 HEIREROEGCTHHLIZE Z A, PFHICED IAZHFE L D Cuax LY AUCo-24
IZZENEN 30% K TN 46% B Lz, —J7. 7 == bA » OEWERRICIIOFHIC L 5 EBIIRD 5N
otz BMEAT—%), [10.2 2]

16.7.4 SAF DY
fEEERR A B 12 Bl A F Y (CYP1A2, CYP2D6, CYP3A4 %D [HESR) 1 H 2 [7] 800mg %
5 HMIERAZGHINZYE 1 H 1 30mg 2 7 HEKERAKRSCHALZEZA, I
YD Cmax KO AUCo- /L BB G- & X TENZI 24% K O 64% I L7203,
TEERETIRO NN oT-, —F., Y AF Y ORYERRICIIOTIC X 5 EIIRD S/
27222 UMEAT—%), [10.2 Z#]

16.7.5 SFH/A
R R AN B O MEIZ R VY 15mg & V7 ¥ 84 15mg 20 CHEIROK S Li- & 2
A VAP L OMSER R T MBS S ZIERBRICHERR L, 0, T B R Ao miEE
IO RIC L D BIIRD Do 7222 (UMNEAT—4), [10.2 BHE]

16.7.6 TH ./ —JL
R AN B 6 Bl I V2 1 H 1[0 30mg % 7 HEIKER D& 5%, 8 HHIZI AV ZHFE
15mg BRI O 5-1% 30 e / —/L 60g # R O&K G- L& 2 A, MEFF I L2 g
i )=V OFRIC L BB T 2HANRD bivic, —F, =¥ 7 — /O MmiETHREHR
X% ) — VHME GRE L R CTH > 28 AUCIE T & ) — VBB 5 & bei LK - 7222 (4
FAT—%#), [10.2 2]

16.7.7 AAXEF >
TERERR N B O I R V2 e 1 B 1[0 30mg &/3a ¥t F > (CYP2D6 PRERR) 1 A 119
40mg % 9 HIIRER DG Lz 24, IAZ Y E LD AUCoos 1T HMEE 51 & Hb~ 18%14 /0 L
2o =, 730X ETF 2D Cmax LN AUCo24 [ EPFHIC LV BEZ T e o722 GMEAT —4),

[10.2, 11.1.1 &M]
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16.7.8 RERY Fo L

TR A I V2 e 30mg O HLAIRE 154 BT REE Y v 4 1 H 18] 600mg DX
WROKEG0 10 HBICHEBROELG L& 2 A, SFRICK D IvZ e oREyEhE~DOREI
RO LN GMEAT—4), [10.2, 11.1.1 ZH#]
16.79 T)LI77 V)Y

7r b BRI 1.4~2.0INR £ 725 K92V T 7 U &R DG Utk A Bk 16 4
WZINZPE 1 H1E30mg % 7 HMKERAKRGTHHLILE ZA, 7'r e B URRRIZDY
NT 7Y CHMEEREE L, DT TRGIVARICIERE L (U7 7 U U HEME R 1.6
+0.1INR, IAZ¥EHEAF : 1.840.3INR) 22 JMEATF—%), [10.2 BHE]
16.710 FX U FFU Y

fERER A B R O I V21 H 118 30mg D9 HREIKERAOKE LTI NI 7FU 1
H1[H 75mg % 9 A ERABEEZFH LI 24, fFHICE Y BHETIEI AV Z P E L O Cmax
X 36%H M L7=Ay, ZMETIEINZ P OEPYBRE T A — X ITERIZA LN oz, —7,
PRI E D ZMETIET I R Y 75 U @ Cmax X TN AUCo-24 [T EAVE I 23% M DY 13% 180 L7223,
BT Comax 25 23%HIM L7222 BREAT—4),
16.7.11 YARY FY

HARERE2ICI VLAY E 1A 1A 30mg OERO#EL LU ALY K1 [ 2[[ 1~3mg
OREROFEE (P TEBUE) 200 L2, FRICK 2 Y 2AX) Kooy shiE~o
IR O LR o722 WEAT—H),

1 2) AFNOAEGREHREL [520 « 5 2R TH D,

(TVIl. 7. FHEAEH) OHEZH)

2. EMEEM/NSA—4F
(1) fBFHE

B R L

(2) WRIEEETEH

DR L

(8) HREEEH

KR L

(4) Y9VF7S5 VA

AR L

(6) HHER

RUER R L

(6) Tt

3

RUER R L

BEREE (REaL—3v) @i

(1) fBRAE

DR L

(2) NS A—SEBRER

MM ER e L

. BRUR

B R L

20



5. 9

(1) Ii&-kxESFE@EE
MR L
(2) miE-RAEEEIFEBYE
(TVIl. 6. (5) iftm) OHEZH)
(3) Ait~oBiTiE
(TVIl. 6. (6) #=Fhw) DOESH)
(4) HE~ADOBITHE
Pl v/
(5) ZofhoiBB~DRITHE
MUERR L
(6) MBFEAKSE
16.3.1 MPEAHKES
AP DO MUEEAA~ORARIE, 0.01~10 u g/mL DOEFEFIH T 85% Tdh »7-2 %

(in vitro) .
6. i

(1) REBLIRUCKBER
IVE P ATIRFIAH S, O FERBEEIE T, 8 MKk, N-2 (LDt A F ik, N-2 fir
DEEAL K TNV 7 v ARG IC K D8 4 7 I b TH D EHEE S Lz, 8 f/kEE{kiZiE CYP2D6
KON CYP1A2 N EITEE L, N-2 Aifii A F b LT N-2 i fR{bicid 3=z CYP3A4, £7- CYP1A2 &
BELTWLbDEE 2 b, [10. 2] £7-, IAZ P 0D CYP1A2, CYP2D6 K& T CYP3A4
R D EERIIHCb D EEZ B2 28 (in vitro, SMENT —4),

(2) RMICBEAET 5B % (CYPH) DOHFiE. HEF
AFNTE & U CTHFREHIBESR CYP1A2, CYP2D6 LN CYP3A4 IZ X W it s b, [16.4 ]

(3) PEEEMNROEERUVTOEE
Pl v/

(4) REVOFEEOFTERVFESEL. FHELE
MU ERR L

7. Bt
e A IC [4C] THEEFR L= INVZ VY 20mg 25 Lzt &, &5% 168 Rl Tlci b Lz
TEHRED 80~94% 73R K OFE A IZ P & 4 (JRHISHI 75%., FEPITHI 15%) . T DIT & A E 1w
Tholz, REP~ORENMAKOPEMEITES LI BEEED 5%LL FTH Y | FH~DRE(LIRO P
HLIEFITDBETH 1228 29 WEAT—4),

8. FSVARR—A—IZBHT S1EH
MR L

9. BNHEICKEKRERE
B R L
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10.

1.

BEDEREZETHEBE
16.6.1 BEHEEEE RO MK HRE
INVHFFE L 15mg HHEEE Lz L& FPHEEROCEEOBEERTHEE (L7 F=2207
7 v ZEH 40mL/min AKifi) 128 1F 5 AUCo-1&, BHEREIEH BRI TEN LN 54% K T 116%
BML, 727U 77 AIARBICIKT Lz, L L, BEOBMAEI FERE T, BEEETEREIC
HARTEF RN GMEAT—%), [9.2 2]
16.6.2 FFH#REEE RO MR HRE
INZHE Y 16mg & HEIE G L & & O X REAK T @ #n 2 B C R 8 AE I L~
40%ED o7, F72. AUCo-o i IRERE R E B LA~ IFASRE IS Tl E AT 57%m < . (AE CTHIE
L7=27 U7 5 ZIIRTREREIR Tl g 1 C 33% I~ 722 BME AT — %), [9.3 ]
16.6.3 BREFOMBFRE
SAAEZPFE 20mg & 1 H 1[E 7 BE#EG Lzt & OEFIREBIZE T 5 AUCo24 1L, FEEERE IZLE
NEE CTERICE Do (B 18 M%, &tk 1165 2P GEAT—X), [9.8 &)
16.6.4 BEIZH T3 MmEHBE
SAEYFE L 20mg A 1 H 1A 7 HREEG L2 & 2 OEFIRREIZH T D AUCo-24 1%, BT A&
PETE o7 GEEEE : 2.0 (5, ®EE : 1.2 %), Fio, FRIIEBHICHASTRETHEICRE
Mol GEmng @ 1.6 %, milg : 1.31%) °2 GMEAT—4),

E Ot
L0
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2EE (ROBHIZEIBRELEWNI L)
2.1 AR O x LCGRBUE DBEFERED H 2 B#H
2.2 MAO [HEH] (BLX VU UG, VX0 U AVERE, 7 73 RA U VERE) 285 F

HDHWEEEF % 2 HELNOEE [10.1, 11.1.1 ]

(fiA)

2.1 WBIEITS 5 —RIRTEEFHTH 5.

AHNCEB SN TOD R L CREUEZ R L7122 L 0H 5 BE T, BFORBUEZ R 27
AREENE N EB X HNHDT, TRHOBRFITIIARAZELG LN &,

2.2 MAO BHFEH (£ /7 I VBbEERILEAD Liodi) SHIZFH L T BF, WONTH 9
OHIOAR A H IR 2 B LAANIZ MAO FREHIORA % Bl L 72 & 12\, MAO BREHR & @
FEEMR A2 L7 RLF U v RO n b= OMBREOBRITE) [CkbsELbNDE
OB R ERRORBNRE SN TWD, MAO EAIZH G T H 503G H k%
2 LA O BEIIAR OB G138 T 5 Z &,

3. MEXEIHRICEET 5FTELTOER
(ITV. 2. EEXIIRICBEET ZEE] 2RI 52L,)

4. BERUVAERICEET 3B L ZTDOER
(IV. 4. AEMXOHEIZBEET IEE] 22T 52L,)

5. ERGEFNIE L ENER

BEELEAXNIE
8.4 I DJERE BT HBEFTIIALDENH Y, ARAEKOBZENNHH DT, ZO LD RBEEITRS
Bilbs RN N 5 B A2 AT T HBEICITBEORBR OWEOLb 2 EERBIET 5 2 &, [6.1,
8.2-8.4, 9.1.1, 9.1.2, 15.1.1 &#]

8.2 Nz, B, B N=v ZRME RIR, GRIMME. BOE. RN, ®EWE, T U7 R
IS, B BRER S OO D ZERREINTWD, £, KRBRIZHA LTIV,
ZAHDREW  ATENZ R LTIEFNZ W T, R E OB ITAZESE, AREX, hETAHN
WhEINTWD, BEORERFEOELEFBERSBIET DL L bIT, b OIEROBER
BEINTHA T, IREELZHEE T e l2BE L, PIET 572 Cbl e @ 2175 2 &, [5.1,
8.1, 8.3, 84, 9.1.1-9.1.4, 15.1.1 B#]

8.3 HAHMTOMEMRM 2B <20, BEMIAARD 5N D BFITASTH5ECIE, 1 B0
FHEERNRICEED D Z L, [5.1, 81, 82, 84, 9.1.1, 9.1.2, 15.1.1 &#]

8.4 FIHEICHRSES AKX, BE, BB, GRS OTEIOZ R OERBEREE R & 5
bivd U A7 EIZOWT Rt 21TV, B L BEICEKZ I A9 Ko EET52 L, [6.1,
8.1-8.3, 9.1.1-9.1.4, 15.1.1 &[]

8.5 IR, DEVWENHLDONDLZ ENHDHDT, KAIFKGTOBEITIL, BEEOEREMLRZ 1
I OBMEICHER SR WL S EET S 2 &, [15.1.3, 15.2 ZH]
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8.6 &k (EAROMIL) Tk, R, Bl BE, FEiEo v, SRR, IR & LN
HHEONDZERHESNTWD, BEEZTIETDEAICIE, 2RO IEZ#ET, BEOIREEZE]
BLRNOHRAICWET D Z L,

(fi#i)

8.1 /AFRRFE COENEERRIR CIXEZORE T/, ARSE., BETH L ARELGRECIImEs
X720 7o, WM CENE SN MERRBROMNT D, 7T v ARREE e AR LI XY ARIC
MET2HFEHEZORBY A7 NHEEICEELZ L3R 7z, L LAERL, 205Kk, A%
EHEEE, B, A% (ARBMEEOFR) LDV R 7R LEESIT LD,

Fio, BUO DHNC K DIEHR I, FRCIER O YIS K OR A &8 R I IR e B 21TV e
DIRRAED DNEN S D, ZD7d, AFIOEGRGRE b NG RE2E T T 23R
FHOREBREOIRIEDEAb ZEERSBIETH 2L, 2, PO SAILBOEEFETH D,

8.2 KGR E COENEKR AR CRABEROB(L T AZEE, AREX, MhETAOWME L)
ST, BEOWREBRVREOEZFERBIET L L L bIT, e, B BE ~=v7
FAE, AR, SRS, BOR. SR, . T U T OEMER AR B RS OE
WOBENBR SNHAICE, IREEZHES PR ICEBEL, T 572 Ko s+
HZ L, ZHUL, FLO OABLEOEEFHE TH D,

8.3 HEAHM TOWMERAZ 2D, BEMMNRD L5 BFIZAG T 256120%, 1 HS5O
W AR e/ NRICE E0 D Z &y KRB OPIMIERFSIITR bz BB OB+ 5 K 91
THZE, ZHIE BRAHLD SHILBEOREFHTH D,

8.4 BEDFEKEFIZ, HASESLHREROY 27 FIZHONTHo 2T, JEROEN A D
AR BEAT A ULEEB R 720, BE OITENCRE 2 ZAb RN 700 in/e EBIEET A2 LERH
HTEEMLEDLI L, b LINODIERDED bNTGEITIE, EHIZEMOBEZRD 5 X
o, ERIE BEICEKZIRY GO LofREL, BREMO R R L BEWNT 228, £, B
B SR, GRS OB EBER B OIS A ERICOVWT S, AROER & T
BEOFFELEZMOEDLZ &, 2T, Lo 2FLBEOEEEETH S,

8.5 A EhHIE: K OBSWIRIEIZ KT~ 2 BRI L CHiEsh CEME S N 7= BRARRER Tk, AFI2SHE)
HOEIR-OHIR BB L T 2 2 EBIIRMA DR EE L EX b, Ll IRK, HEWN
R LDONDZ ENHDOT, AKEFFERGHICIE, HENEOERS AR AL D RO BEICHEE
LAWK ICEEZWMET 52 &,

8.6 BEBLIER ORI A B A9 & U7 BB IL M L T pvy, HKRREEE T ENERR R Tk, —
AR BB IR e O BER R NN 5 HR L LT, B, AL, RIENAFOBREGHKT (k)
BITRD BT, AREIE G XV FE OBEBER A FELT DAL O b Lo 7z,
WANOTRET — & Tk, ARG Sz EHER SN DIEFNT, SEAIBEBEBRE, BEDUEGERE
Je O SR BERUAE BERE S oy ST 0 . EAERIT, WEED U, Bl K72, BE.
HAATH 7D, 1T L A EOERITERE THRIBH L T o, Zih OFERIZHEBUEIR & L T
HEEINTVWDLILO0, FHREICEELZER TS ELEZZOND, L LR b, BARTIET
%2 LI KV BEBUEIR L Z 2 ATRE IR E CTE VO T, KFIOF G A LT 2 5EII3 RS
DIRREEBEE LN BRA IR T 570 CEEICITH 2 &,
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6. HEDEREATHIBEICETIIRE
(1) AHHE - BIEESEOHLBE

9.1 SHHE - IEEFOHLEE
9.1.1 BRERENIIEREROMENDHLBE. BREEOHIESE

BRESE, BREERPH DN EBnB 5, [6.1, 81-8.4, 9.1.2, 15.1.1 &#]
9.1.2 B5OFBHE

s AR LDLNLZENH S, [65.1, 81-8.4, 9.1.1, 15.1.1 ]
9.1.3 NOBRHMNWEERIMESRRECRKREADHSESH

MR 2 B XS5 2 035D, (8.2, 84, 9.1.4 BH]
9.1.4 HEMELAT UV HEEELHFTLIEE

FEAER ZHE S5 2 L1 b 5, [8.2, 8.4, 9.1.3 B]
9.1.5 TANAEDESHEBRXNIChORMEEDOHDEE
FRERIEAEZ T2 E03b 5,
9.1.6 (MER (DHEE. BlE. CEEES) XFIELEOHSHESE
JEREZELSEIBENNH D,
91.7 QT EEX I TDEIEED HLHBE. ERLGRIRCEH Y Y LNESFENHLBE
QT IEE, LA (torsades de pointes # F1p) ZiRZTHZNLH S, [10.2, 11.1.7 ZH]
9.1.8 MABNIIBAETEDHZIBE
JERZBALSEEBZNNH D, RANL VT KUY Uizt T 5,
9.1.9 HIRE#DHLHBE

JERZ B S EDBEZNNH D, RANL VT KUY Uik RitET 5,

(fiah)

9.1.1 ARFE COENBEKRRBR CITAZROWME T/, BAEE, BEITA AR 55 CIIHw
FIX R Do Tz, WA CTFEM SN TZRERREBR OO . KT EGIZL Y, I BREEEHTH
BACEE T DA ERFHORE) 27 NEEICEEDL 2 EidehoTz, L L, BESESUIARK
SHOBEOH 2HRE, BESEOH 5 BEETIE, oBFICHE L THRSE., BREXDOY
AT PENZEPRMBNTNDOTHEBERBE L, HEIIRGT5HZ &, Zud, HioofHk
HOFEEFEREHTH D,

9.1.2 —fRIZ, B O DOWD 5 SHWIOIRETIX, BTS2 L3 5, ARRFE TOENERR
BT HBREMOBRE LR N7, B, BEORIEHPRE SN TWD, E-T, B O
BESAAEZREGT 25510%, BELZHSIUATWERICERETHZ L,

9.1.3 —fRIZ, A KIRE I OEHEBBE TP D A2 #5525 & BERAEL L, W
7B 2N R D BTN H D, MOENIEE UIFHERRIEDORK O H 5 BFITIL, H
HIREGTLHZ L, ZhiE, o F@EoREEFHTH D,

9.1.4 EEIENEWIHMFRE LA/ T2 BF 12T, BMERAHEEIELZ2L03H 50T, EHEICK
oz, ZhE, HioOFFEDIEEFHTH D,

9.1.5 ~ U A% HW - EEFHREAEHRIEH OMRF ©) Tid 4.6 X1 10mg/kg TEXHNKIZ L5~
T ADREREFRN 6 U TR R IIHIERA A A B, 22 KON 46mglkg CHREE 2B IEH 28 2 b
770 RANRGEZITERENREH LB RO 5L TWVD I EnD, loht o SFloii# s & EICqi
W L7o, TADPAZEDRKEMEREIT IO OBTREDH 5 BEFICAHZ T HERIC1E, &g
FEEARZTZENHHOT, HEICEKEGETDHZ L,

9.1.6 AFNT =BRPLD 2FI (LLTF, TCA) L L., a1 7 RLT U U ZRFKRBEMEANTH
O, LIERICHT H2EERIMBENE D EE X 6D, AN TEMINTHEARRRICENTDH
TCA #f & bz U CAANC X 2 BN MEDRBLRIIFERIME o7, LoLRR L, T
Fht S N7 B R BR TRV KM OB NRD bz Z & FERRRER®? ICB W CAAIOE
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HETLIME R L TERARRO 6D 2 & s CIRILEDRWER A HRE S TnD Z &
b, MOPL S SHIOFLHEH A SBICFHH L, DFEE (O, Poldi, [RERES) i
JED & % BEVIAF Z &G T HRICIE, EREFEBLIEL2B8EZNMRHLOT, HEICERGTHZ
&

9.1.720124 12 A, ==—v—7 » ROHAY4 5 MEDSAFE (Medicines and Medical Devices
Safety Authority) X, == —Y—7 > R TER SN TWHETOHH DL, QT i /torsades
de pointes DU A7 L HHFEERE L TV D LS 7=, ZoOWEEZ T T, AFORETE
F—4 33—k (CCDS) ™ NHEH S, AFITBOTHEEBRIELZITI Z L L L,

E) ¥EPEET —4%2— bk (CCDS) X Company Core Data Sheet Mg T 3 ik 22 a1 #H
EHEDN, FEOBA SCEEROH L 2 5 FHTT,

9.1.8 KGRI £ TOEWERARER CIIRNESUIIRNETTEOME X o7, F7o. WSOk
% DOEFIRAE FHRRER D B IIAFE G- & OBEME A2 R T 5 3G IL RV AFNZIZ /27 Rut
VI A RET DIEH D 2 0T NEIIRNETLED & 2 BF ITIT mEICR 5T 5 2 &,

9.1.9 KGR E TOEWERKRGER CHER A EE O BITEANTRD HALT03, Wgsh o> itk o B AR F %
BN D IIAKIEE G- & OB EMEZ R T 2813720, Loc L, AFNCIZ 2 7 RLF U vt
TREEST DR 8 2 O T BNZBIEIIED & 5 22 PR INEED & 2 B 1T HEREICKR G T2 2 L,

(2) BREEESRE

9.2 BieEEERSE

KD VT Z o APMET T DAReMERH 5, [16.6.1 ZH]

(fian)

WS CHEME S N7 BRRRBR BN T, AH| 156mg ZH ARG L & & e K OV O BHEREK
TERE (Cer 28 40mL/min #Kiifi) 1281F 5 AUCo-1E, BHEREERE RIS TENEN 54% KDY
16%ML, 7 V77 AFARICK T L, L, BEOBBRER FTER T, BHEEE
FRECHARTEIE RN o T2, BEEEEOH 5 BFICARZ R G T28HA10E, 27 VT 7V ADK
TaZELCHEEICHEETL L,

(3) HHEEEESRE

9.3 H#rpEEEE

IR EZ B I T2 BENNDH D, o, KADOIZ VT FZ U APK T T HARERSD D,
[11.1.4, 16.6.2 &#]

(fi#s)

WS CEIE SN BERRBRICB VT, AK| 15mg 2 B[A#E U7z & & ORISR T @il
T CHEER Sl & HE IS~ 40%IER LT, E72. AUCo- 1R & lind fF 12 H ~ BN T i
BET 57%m< . METHIELZZ VT 7 v ZIIFHEREIS T REE#E T 33%IK T Lz, JFHREREE
DOHLHEBFETIE, FFBERELZE(LIEDEENTETERNIE, ZJITTVABRKTFTL D
EirbEEICRET LS L,

(4) SFEREERTHE
BEIN TN

(5) WG

9.5 iEiF

PEAR SUTHEIR LTV D ATREME D & £ ZeMEICIE, 18R LA EBMEZ BE 5 LR S h 256
\COBEES D Z L, REE ORI O T v M2 100mg/kg/ A 2% 0#5 (v M 45mg 285 L
el EoaHiEERE (AUC) O 2 f5I2HY) 3258, BREBIECHED LA KA OKEH N
il OBE R OB EEE S vz,
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(6) 7w

9.6 1ZELIF
BE EOFWEME R O REOF M Z2EE L., LM L < IS I SUIAFIE 5 Ok A L
{EFHFIEEZHEHTSZ &, @8kt FCTIHFICBITT S Z RS Tnd 24,

(i an)
WESN C M S T2 BRIRRBRIC BV T, 8 ADRAMIZX LTIV Z P 21 38mg (30~
120mg). 1 H 1[5, *¥¥ 32 HE (6~129 A) 5% O #REL (M/P ratio) (X 1.1T
Hot=? Y, o T, AT OIFGA~OEGITRET, LLE2STRETDIEAIIIRILZET 5 &
INTTHZ L,

(7) MNR%E

9.7 NRF
9.7.1 /NREZ TG & U ENERRRERIT I L Ty, [6.2 B
9.7.2 VN CHEM STz T~17 RO K D OFitkkEsE (DSM-IV ™ (28 5208 BE Rl Lz
7 AR ROBRRERI B W THIMDHERE TE R T L OWREDR H S, 6.2 B
1) DSM-IV : American Psychiatric Association CKEFE#E%) @ Diagnostic and Statistical
Manual of Mental Disorders, 4th edition (DSM-IV #EtHEBDZW « Hat~==7 /)

(fi#sh)

9.7.1 AR E COENERKHEBR TIX, NEFEZ SR L LERBIIER I TE 6T, /NREITH T
HARFNOE M, LZEMIIHEL L TWRNWZ Enbie# L,

9.7.2 EATBE EI R R LA R R EA CFRk 25 4F 3 A 29 HIEH) 12 X 5 eGTARAI DS+
TEE SN2 T~1THR DK D DIFHEEFRE 2R E Lz 2507 7 & R xh R ER R RER O A 20
FRETOFER., 77 B AR L R U CTREHFICABEREITRBO bR No T2 b 18 ek
WOK D SRR BRI ST 2 BICIES A B E ISR T 5 2 &,

(8) BimE

9.8 BiNE

BEOREZ+SICBIE LN JEEICKREGT2Z L MHPREEN EH T EBZNNH 5, [16.6.3
S ]

(figsn)

AANIEICHFICB O TRB SN D SMEARlE K OIS g & R ICARHF O KW B e 2 Bt L7z
BRARRER Tld, e LV b milind 12\ T AUC O K& ONH R 8 & < 72 DAE M 23 7 &
N, ZHiE, X227 V7 720K TFIck s bn B2 bni (VL 6. (3) ATHERER
BE] OB, LKoo T, @iE TIEZ V7 7 oADK TICE 0 MAREN LA L, BIEM
REPRH LMY RDARMNNRHLOT, BEDERZEERCBIZEL, HEIIRETZ L

NUETH D,
7. HE%EHR
10.18E/EHR
AFNZE & UTATFAHEESE CYP1A2, CYP2D6 XU CYP3A4 I kv fRE@t&En s, [16.4 ]
(fif)

AHNTZ < OFEDIHBER OB G L v B sh b,

8Dt k CYP %+f (CYP1Al, CYP1A2, CYP2A6, CYP2B6. CYP2C9, CYP2D6, CYP2E1

KON CYP3A4) Z#HWT, IZHFEOMREOERGEE 2 et L7-fE R, 8 b Ruef ko4

BRI BE T 2 ERTEE L CYP2D6 23 b @ < . I CYP1A2 M@V EMEZ R LTz, NIl A TR

AERRICRE T 2 BERTEMEIL CYP1A2 b <. N-g{bikCix CYP1A2, CYP2C9 (O} CYP3A4
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NEWEERIEEZ R LTz, B MFI 78 Y —A| kiélﬁ%%%w%&uwQ&wmmém&
CYP3A BERTEME DM CRAF R Z R LT Z L b AHIORFHIZ Z CYP1A2, CYP2D6 &
O'CYP3A4 BEHT 5 LB x bl

(1) GtRAERETDER

101 GFAEE (BFALAZWLI &)
HEA 4 %
MAO BHEHA
LX) AERIE (=7 )
SHYXY AR (TP

HRARIEIR - HEE 1A
o h=VERHESHDDOND
ZENH D, MAO BREAIZ 5
hd IR E PR 2 R

R USRS
N L7 LU, m b
YOMBRIRENEGEDLEEZD
nod,

7 1K) NOBEIZERE LW &, F
Y7 0 F I RA UV (=7 |72 ARA 5% MAO FHLEANZY)
7 4F) DR Z D5A. 2 WREILL LD/’
[2.2. 11.1.1 &) %%%Hé_&

(figsn)

AH L MAO FRER (87 7 X I{UBs R EAD OMAEEMICET 2 b TOTF =2 36N T
WRWAY . MAO FHEAI & odt 5> >H &2 0 L TV 25, SWONTHL O SHIO IR 1k 2 3R
PINIZ MAO FHER DR 2 BRts L 72 128 T MAO FHEH & oEEAER (KN v 7 R
TV ROt R b= OMRREOBRITE) 2L 5 LB 2605 HE CRICBSEN A FEFRD

REAPWE SN TWD, o b= e 25 S 23 WRENDR H 5720, MAO EHZ 551
HHN i%&’ffﬂlﬂﬁf& 2 LN O BEITIIAFI O GITRET 5 2 &, £, Al G% MAO [HEF
ANCEI Y E 2 25613, 28U LOMEZH T TRET 52 &,

(z)ﬁﬁﬁﬁt%wﬂm

10.2 iR (BHRICEET S

&)

A4 55

EEAER - HRE Tk

&R - fEbRIA

CYP3A4 BHEA
HIV 7'u 7 7 —EHEH
7= AFRBELEIE (7 b=
=)L)
TR~ AUk
[16.7.1 ZHf]

ARANIDOIEN Z2 #5095 BT hn
boH, Fiz,
Hrpiktg . AAFIOLER A HEs T
2BTNDRD D,

Z LB OIEF OB D M

CYP3A4 OIEEEHIZ L Y | AHA
HFE R RE S B K9 B AT REME
N5,

CYP3A4 i

ARANOVER 35T D BT

CYP3A4 OFEAEHIZ L Y | AHA

BT il VS b5, £, :h%%%l D PFF | i R B D3N T 2 R RE
Tz= AV ZHIET 556, KAIOERD RS 5,
V77 o e % MRS AL 5 Al briﬁ%éo
[16.7.2, 16.7.3 &E]
VAFTUV ARANDOVEH 2 ¥ 58T 2 BE N |5 CYP 757 (CYP1AZ2,
[16.7.4 ] 5, CYP2D6 K CYP3A4 %) OFA
FAERIT L0 AH O 4 i

DR T DAREMED B D,

BEE A

R DT R R IEH|
TP L

[16.7.5 7]

BEFERN RS D BZE AN
b, Tz, PTENRLLEDOHE
I X 0 s rhEEh S e e OV
TEARRE I M RURT 5 & o #E N
»H5b,

MY 72 B 2R 2 &
EZBND,
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A4 55

EEAER - HRE Tk

&R - faBRIA 7

T a—L (FRE)
[16.7.6 =]

EEEH ARSI BThN
%o AFNRA LB & kLT
SHLZENEE L,

FRINAY « FHER A 72 SHERE] 273
ZLBERALND,

u b= fEAK
BT T = FERY AL
[HERe=S
L- vV 7 b7 7 a8
U & REEA|
kT~ N— IR
Vx> U R
AFNTFF == KK
iy (AF Lo 7—)
REE Y F 7 L5
A a3 A MFY VY (St
John's Wort, &t bk «+ g3 —r
X - T— k) BHEM
[11.1.1, 16.7.7, 16.7.8 &H]

r b= ERFENECDE
ZNRHLHOT, EELTERS
T5Z &,

u b= AEANHEET D BT
NHRH %,

ONTr s
[16.7.9 K]

Z20=10 N0 =0 <V 5 /RS <) )
BENRHLDOT, Tty
v UM O EEETEL (INR) %
EF=H—THENREFE LY,

P AT

QT LR EZTZ tnmbh
TV 5 3A|
[9.1.7. 11.1.7 =]

QT &, =484 (torsades de
pointes Z & Tr) Z L Z T EBEI

DD,

OFIZ XV QT IER AR 23 AN
WIS 28 EhnH %,

(fif)

- CYP3A4 [HEHR L OFHT 256121, ARIOEYBNENEEL ST DT OEEDLETH D,

*CYP3A4 FFEAFITH D HINANEBE L LT == bA v & OPFRIC X 2 AR HAVERRBER DR 5,
BT 07 7 A NVOBERENEZRDT, WP IAVZFEAREIXKRT Lz, &> T, v
Ny BE U7 == M %O CYP3A4 FHEA| L 0T 258 1 ZIIARA O R 3553 5 "ThE
MWRBLZOND I ENLEBRENRLETHD,

PRI RV R T a7 7 A VOBRELREACERBO RS TZD Y AF TVl CYP FHEH
ORI 28A R, AFORYEEN K EELZ T, MPERED EAPERO LN D aTREtENH 57
DEBENRLETH D,

R VT REVREANO DT B RA L O I X0 LERERE CHANR 2 BEAER A A DA,
FEEBISRE K OB SR ) OWGEN A L= O T, #EFFIOERIER 2 M T 282001 H
0. KK SEFA AR T 258 IXEEDRLETH D,

TN a— L EOEHT D . BT OBEFEHERPERI N D FIREMER & D720 AFIOFE G-I
TV — VEREF OB R A BT S D 2 ENEE LU,

GERIRPEE P20 FIYAARER] (AT, SSRD ., L- N X h 77 oaFH AL MU TFH R
AL FI~ RF—n, UV U R KB FULEDOER b= AEHESLES I VA XY VD
BHRMGERAEZIMT2581E, e b= AEAREMRIN, ke b= JERERREZ I 25
FhhRd b, Flo, WHOTRET =206, AKFI% SSRI N7~ F—L L L CTIRE LT
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(

—r
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XI. &84

1. ELESHETORFTRE
AT 2EEUIR, HEMOCHBIZUTO LB THY | SETORBIRDL L 138D,

BRE X TSN R MIELR O &=

VRS TREORSNN: IS WL RACIEIAZ P L LTIHLS mgi #)
W& L L, 15~30 mg#x 1 H 1algE Rz Rt 0
5325, 7o, Fln, RIS C1H45 mga 1
PRV G B A A3, BRI LA LL Lo
W2z & CIAEHEE LT15mgd 279 2 &,

<DailyMed (USA), 2024 4 2 H 5 >

E 4 KE

4 Organon LLC

4, REMERON- mirtazapine tablet, film coated
e REMERONSOLTAB- mirtazapine tablet, orally disintegrating

K - Hiks | tablet, film coated : 15 mg ,30 mg, tablet, orally disintegrating : 45 mg

INDICATIONS AND USAGE
REMERON/REMERONSOoITab are indicated for the treatment of major depressive disorder (MDD)
in adults.

DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

The recommended starting dose of REMERON/REMERONSoITab is 15 mg once daily, administered
orally, preferably in the evening prior to sleep. If patients do not have an adequate response to the
initial 15 mg dose, increase the dose up to a maximum of 45 mg per day. Dose changes should not be
made in intervals of less than 1 to 2 weeks to allow sufficient time for evaluation of response to a
given dose.

2.2 Administration of REMERONSoITab

The tablet should remain in the blister pack until the patient is ready to take it.

The patient or caregiver should use dry hands to open the blister.

As soon as the blister is opened, the tablet should be removed and placed on the patient's tongue.
Use REMERONSoITab immediately after removal from its blister; once removed, it cannot be
stored.

The whole tablet should be placed on the tongue and allowed to disintegrate without chewing or
crushing. Do not attempt to split the tablet.

The tablet will disintegrate in saliva so that it can be swallowed.

2.3 Screen for Bipolar Disorder Prior to Starting REMERON/REMERONSolTab
Prior to initiating treatment with REMERON/REMERONSoITab or another antidepressant, screen
patients for a personal or family history of bipolar disorder, mania, or hypomania.

2.4 Switching Patients to or from a Monoamine Oxidase Inhibitor Antidepressant

At least 14 days must elapse between discontinuation of a monoamine oxidase inhibitor (MAOI)
antidepressant and initiation of REMERON/REMERONSoITab. In addition, at least 14 days must
elapse after stopping REMERON/REMERONSoITab before starting an MAOI antidepressant.

2.5 Dosage Modifications Due to Drug Interactions
Strong CYP3A Inducers
An increase in dosage of REMERON/REMERONSolTab may be needed with concomitant strong
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CYP3A inducer (e.g., carbamazepine, phenytoin, rifampin) use. Conversely, a decrease in dosage of
REMERON/REMERONSo0lTab may be needed if the CYP3A inducer is discontinued.

Strong CYP3A Inhibitors
A decrease in dosage of REMERON/REMERONSo0ITab may be needed with concomitant use of

strong CYP3A4 inhibitors (e.g., ketoconazole, clarithromycin). Conversely, an increase in dosage of
REMERON/REMERONSolTab may be needed if the CYP3A4 inhibitor is discontinued.

Cimetidine

A decrease in dosage of REMERON/REMERONSoITab may be needed with concomitant use of
cimetidine. Conversely, an increase in dosage of REMERON/REMERONSo0lITab may be needed if
cimetidine is discontinued.

2.6 Discontinuation of REMERON/REMERONSo]Tab Treatment

Adverse reactions may occur upon discontinuation or dose reduction of
REMERON/REMERONSolTab. Gradually reduce the dosage of REMERON/REMERONSolITab
rather than stopping abruptly whenever possible.

2. BUCEBITLBEKRZERR
EIRICEE T HBIMER (A—RX SV T7HE)
AIICB T N LOTEBEOHDER E A=A T VT 3L I3RS,
( TV 6. FrEDE Rz AT HEBHEICHETLER] OEHEMR)

Drug Name Category
F—A N7 VT DBIA mirtazapine B3
(2021 4 4 H k)

2% ROME
A —A FZ U7 D434 (An Australian categorization of risk of drug use in pregnancy)
Category B3 :
Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or
indirect harmful effects on the human fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage, the

significance of which is considered uncertain in humans.
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ENENERENY S5 N EXINEEENY P S EXINEEENY P S EXINEEENAY 5 S
ﬂgﬁ%§$§mlFlmmw1 o o o o
a (%) *? n=1
< 95.0~105.0% > 4003801 99.1 100.1 98.8 101.3
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PUEERUBR g ;.?EJC) =11 1003801 Ny e e TRy
a (%) *? n=1
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Bt (D65 Stk (2500Lx) . BRIk

BRI H ERAN et R
<K > & BH AR 30 75 Lx*hr 60 7 Lix-hr 120 5 Lx-hr
WD T 4V A WD T VA WD 7 VA WD 7 VA
PR n=1 4003801 | a—F 4 v R & | a—F 4 0 R%& | a—FT 4 L0 R % | a—TF 4 %
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MR (HPLC) n=1] ) a00) e SRSy RSy SRS
<¥1>
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SILEYTEEE 30mg TEE]
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Nba—T 4 T REEDAROBRERTHY, MENOERITIHEKEANTH- T,

FARVERR « SRBREIAN 2 2 &
ARERE M : 2018/4/26~2018/8/29

— LT LT,

@ 40C DL, KREmAER]

SERIE = PrAT401FH]
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<> &5 BR A 7 H 14 A 30 [
HAROD T 4 Vb | EWHREDT VI | BRED T 4 VL | ERED T 4L A
PR n=1 4110702 | a—F 4> T Rh%&E | a—F 4 v T R%&E | a—F 4 T h%& | a—F 4 T h%
EXRIERENR) i S X RIERERY i3S X EIERERY i3S EX ISR AP S
UERER (HPLC) n=1| 10709 RS SRSy RSy SRS
<¥1>
a (%) *? n=1
C95.0~105.00%~ |4110702 100.6 99.3 99.3 98.9

%1 : O lHx OEZEWE : 0.1%LL ., @

AR E © 0.5%LL T

X2 FRRICHT 5 EHE (%)

@iy Bt [D65 eI (2500Lx) . BH ]
BRI H ERAN et R
<K > &5 BH AR 30 75 Lx*hr 60 77 Lix-hr 120 /7 Lx-hr
HAROD T 4 Vb | EWHREDT VI | BRED T 4 VL | ERED T 4L A
MR n=1 4110702 | a—F 4 v TR % | a—F 4 v R % | a—F 4 0% | a—F v TR %
EXRIERENR) i S GLHADOHmE XSGR i3S EX ISR AF S
”@Eﬁ“%gﬂ@ 2=l 110702 A ReS ReS RSy
a (%) *? n=1
<95.0~105.0% > 4110702 100.6 99.4 100.0 98.1
#1: @O Hx OEBZWE - 0.1%LL T, @ REZGWHE : 0.5%LL T X2 RAEICHTI2EARE (%)
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(2) HiR - BEMRUBREREF 1 —TEBHHER
S )LAYE EE 15mg TEE]

1) BERAE

[ AR v a5

TAANY—DER N ERERY , IR 1EET 4 AP —RNICANTERX R ZRL,
55°COIRY; 20mL W\ \EloTz, T 4 AXUH—ICEEZ LT 5 miE%R, 74 AXUY—%2FT
15 THAE RIS L, ABURE ORI A 8IS LT, RO RAENRD bR WIGEIL. T 5 /5 iE %,
[FRRDBAEZATV, BEIRE ORI 2B LT,

FREOBIETH DI AERE 2GR DN WA T, BRI TEEZSE L, B S A CTEkEE < alv
THIRZMEE L, REEOBRIEZITV, RERE RN EZ B L,

i A 3R

B DO NS TeT 4 AN Y —5REF 2 — 7128 L, K 2~3mL/BO#HE CIHEA LT, Fa—7
IR ARG BRI 8 0D 2 KT L, FEAMmZ E O 30cm L& SIZEE Lz, MKz FEA
BICHBEOFKEFAL TTF a—TNEES &S, Fa2a—T7HITERFMDE O bV T uiXisEim ek
RIEZ L & L7,

7y FEE : 4003801

2) HEER
AR R R e R
INZHFEGE 16mg [EE] 5y LANICHREE « %GB LT-, 8Fr. 5 = — 7 %@ L=,

ARABRIE, THIRERRERG AN Ty 7 ((BK) CIiE5) ) ICHELCTERLE L,
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2 )LAHFEEE 30mg lEE)

1) RBBRA&E

[ S T R B

TAANY—DER N ERERY , IR 1EET 4 AP —RNICANTER R ZR L,
55°COIRY; 20mL W\ \EloTz, T 4 AXUH—ICEZ LT 5 mE%R, 74 AXUY—%2FT
15 THAEARER L. FRERB ORI BLZE LT, RO RAENRD BV WSS, HIZ 5 /7 iE R
[FIERDEAEZATV, AR ORI A BIEE LTz,

LFREOERETH D 72 AEEIRE SR B IR WEAIE, BIR 1EEZ 0 L, B2 S sl clalE < v
TRRIRZIE L, FEROBAIEZITV, BERB ORI A B LT,

[ 3t 1 7

B DO NS T2T 4 AN — 2 RETF 2 — 71Tk L, 9 2~3mL/BOME CHEALL, Fa—7
WEARRNIR AR HH 8 3D 2 ZKFEIZ L, HEANGEZ DK 30em EOm SICHEE Lz, BBk EEA
BICHBOFKEFEALTT 2a—TNEES EE, Ta—TRNIZEADHFRD LT udmis il
ML E L,

oy &S 4110702

2) HERR
R R R R
LAY E L BE 30mg [EE) 5 7 LINICHAEE - Bl L7, 8Fr.F = — 7 Z @i L 7=,

AT, TWIRERER G AN 7y 7 ((BR) CiE9)) ICHEC TR L £ Lz,

2. FohoBEEE R
BE AR
I UEE TEE] Z#IRASND T & ZFKiED T~

SIVYFEEEIEE]

EBATNSHECRIEOEA

COBRE M3 O2RGPFRBEDERICER
TNBIBETY.

BRAYSHICBTBHHLLETL

OT~1TEDIDHOANCOERERALEES.
BUMENERTIRDOEEVSRENBYET.

18AFHD I OMOAVEDCREDHIZCDHER
DEAICOVWTEEEEHFICHBLTIETW,

BABHICOVT

o EHARFIEAFORTESY ICRALTET L.
COEFBATHE CEREPHEY . HOLEYTEL,
Bl e TEORICRD. 1515, SEYREOERN
HoDNBEHHYET,

*BHFNICTINTE, RUT2ES E—EICIRALZWVWT
<EEW.
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