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H AERE S i 7 S

Bp kSR

$210mg $£20mg
HxhHAR : 34 FRATE S | 30400AMX00362| 30400AMX00363
Wioe B ik 20224E12H 20224F12H
B BREEO M= BRYAHBEER (SSRI)
WG EEE R IXRAO077 LY 27EIESE

(ER - BRSO 512
IDfEHTEZL)

IXS90750LE10mg

[9739]

TAS90T5LE20mg [F79)

Escitalopram Tablets“TAKATA”

’gfaka ta

22 (ROBHFICEBELEVWI E)

1 RANO K5 U oE O BEAEE O 5 2 B

2 B/ 73X VBMLEERE (MAO) BEH] (w1 ¥V~

W, SV AV VERE, Y714 FIFAY

WY PS5 dd oIz EH14H BN O

B [10.1, 11.1.3%1]

2.3 YEY Fe#bhof#[10.1.11.1.4.16.7.2 ]

2.4 QTIEEDODH 5% GG REQTIEEIEMRERS) [
FHH (torsade de pointesZ &ie). LEXQTRHIFRE
DOBELEREEZRITIEDNDH5,]1[8.7.11.1.45 1]

2.
2.
2.

3.1 fHEE
%4 AR I
15 FLBE AR . v

IAYIUT| AT T ALY 2 |u— X, KEHEREL F
J A EE10mg| ™V MEME12. 77Tmg SEE A = ISl S ¥

[%5%] (zz2vyrvuarsreia—x, )+t vk
L T10mg) gz A5V, ©7ru
15EH AO—RA, BfbtFr >,

IAY US|\ TAY YA T T AT 2| ANVF oo Ty
J L $E20mg| 7 BEHi25.54mg

[ 5% ] (ZRAvyvursnt
L C20mg)

3.2 WA DMK

e
7e 44 (7N E] SETH il
(RS X JE &
EAYIOT B | ©128mg | #93.1mm
J L$E10mg %10 1mm
(sl HERIE T

DEFFAY | w14 7mm

DT AN A
I—7 4 v

ol o\
(239075, |
\_ 2095

IRy sk P
TRy 7 HE = #255mg | #4.3mm
7 A fiEZOmg #12.6
EEES i
A S
#5.9mm

4. HEERIIHHR
28R« D OKREE, HEFREE

5. shEER IR ICEHET 5FE

(ZhEELLE)

5.1 1) 2F 052X 0, 24D T 0 HEF T, HIRSE,
EREEDOY) 2 27 238N$ 5 & OREDRDH 5720, KA
DFGIZHTzoTIE, VAZEREF 74y b2 EET
ko [8.1-8.4, 9.1.3, 9.1.4, 15.1.1=M]

5.2 AH) 2 125 A DK 9 2 P e A

(5 2f% « 5 DIKEE)
SN SR Y
WIS 2 HE IG5 2 8. [9.7.250]
HEFREE)

5.3 HAARLZREOZWIL., DSM™ & 0@ Y) 7 i 4k

WD XEFEICTE L, HEEZWMITIHAIIOAELEST

AT,

7£) DSM : American Psychiatric Association CKI[E4
fiE4%4y) dDiagnostic and Statistical Manual of
Mental Disorders B OBHT - Fit~=27 V)

6. RERUVHAE

WHEL, AT AY Y7548 L Cl0mgZ1H1MH
ARG 5, b, Flh - RIS X 0 B
W BA5, BEDEMI OB Z 51T, THK
FHEIF20mgE B VW & 55,

7. BEARVAESICEET 28
71 BRI ORG AT L ER/ANRE 2B X5, BFITLITH

BB Lo HG T L,

7.2 I RERER S, SHE. BEMWICCYP2C1IID

WHESRRIBLTWEZERHH LT3 EHE (Poor
Metabolizer) TiZ, AFIOMAFHEEN FA L, QTIEE
EORWERPBE LR TWBZENDH 5720, 10mg%
FERETEHZZEDNLET L, T2 BEICELTUIESE
ONRELTEERIBIEL, HEICHS T2 L, [8.7,
9.1.1. 9.1.2, 9.3, 9.8, 11.1.4. 16.1.1. 16.1.2,
16.5. 16.6.2-16.6.4=M]

8. EELEARNEE
8.1 D DERZET 2 HFIMILZESDH ), ARERDS

ENDHHDT, 2O L) BEIEGFGEZ 50N
el AT HEHICIZEZ ORIE R OO LAL 2117
EABIFETHT L, [5.1,8.2-8.4.9.1.3,9.1.4, 15.1.1F ]

8.2 Az, M. BAE, X= v Z R RIR. S,

W, TR, EEE, T Y YT AR AR, R,
BRSNS D 5N DL T EPME IR TS, T2, KR
BRIZH STl wvnas, s ok - T8k L7-
SEBNZ BT, M BOEAL I AR SE, B,
MELTH DG SN T WD, BEOIRE R OYRREDOZEAL
RUEELBISET AL LB, NS OEROBIEE
BENHECE, IREEEEZHEEET, RAICHEL,
ik 5% Y A MEZIT) 2 &.[5.1.8.1.8.3.8.4,
9.1.3-9.1.6. 15.1.1%MH]

8.3 AR HMWToOMEIRA 2P <72, ARMBIANED 5

N5 BE T 5551203, 1R 00T H B % i/
Rick &bk, [5.1, 8.1, 8.2, 8.4, 9.1.3, 9.1.4,
15.1.1%H]

8.4 RIRFICAR SIS AN, HE, OB, Bl

HWEDITE DAL J O EFERBEAL R H SN DY A2
HZOWT Tt 2 TV, PR & B g 2 L) A9
AT 52 L,05.1.8.1-8.3.9.1.3-9.1.6.15.1. 15:1]



8.5 K. DEVENHLDONLILNHLDT, KA

G B3, BB HEOERS B L D B2 %A
TAHABCE RS EL T L,

8.6 Gl (2PkoHl) 12X D, AN, Bl B,
FEITEO T, EEE, R OTELENH DN
EDFEINTVD, E 2T B 5E121E, 2%koh
12T, BHEOIREZBIE L 205k I0MET 52 Lo

8.7 FHIRGICIVQTERNALNT VS Z ENb, L
M REEH 2 A5 5880 LTk, Aok 2 kil
T AENIOGMERORBITERE L) 2 &o (2.4, 7.2,
9.1.1, 11.1.4&H]

9. FENHE=RZHJ 2BEICHT IR
9.1 AHHE - IEFEED 5 5 BFH
9.1.1 QTERZE_TYRIDHBEE
[7.2, 8.7, 10.2, 11.1.4ZH]
(1) ZEBALBRIREDORER (X ZDEREEDH 5 BE
() 5 -~MmELFRLEDEE
Q) EAVY LAMEDEE
9.1.2 CYP2C19DEM N BIGHICKIEL TV B BE
[7.2, 16.1.1, 16.1.2, 16.5, 16.6.4&/K]
9.1.3 BHESENIIBEFRERDBRED 5 % EE. BREE
DHBEE
BERGE. BREMPHOLND I EDBDH L. [5.1,
8.1-8.4, 9.1.4, 15.1.1%K]

9.1.4 &5 OiFEE
PG, HRREDH S5bN D Z EDH 5B, [5.1, 8.1-8.4,
9.1.3. 15.1.1&MK]
9.1.5 RNBENEEIHAKBENERDH 3 EE

1

FEAEIRDSEIE§ 2 2 LB B, [8.2, 8.4, 9.1.68H]

1.6 FEMIEVHEEEZ2ET 2EE
FEAERDSITE S 2 2 LB 5, [8.2, 8.4, 9.1.58H]

9.1.7 TAPAZEDEEMKRBEIIIC NS DEEEEREDH 5
BE
RBINERRI T DD b, [11.1.128]

9.1.8 HIMOEMRMEZZHIEFEHALTVWIEE. B
MERX T EMERRO H 2 BE
HIME AR RS 5 BEN0H 5. [10.280]

9.1.9 FERARAEDEE
IREEAZEZ L, IERPEAT2BZ1W0H 5,

9.2 BiEEEERE

9.2.1 BENEREREEDH2EE
KADZ )T S ADPETF L, M iEENLAT LB
nhd b, [16.6.15H]

9.3 FTieEEERE
AHIDZ )T T AMMET L, MAHERES AT 582
NhH s, (7.2, 16.6.25MH]

9.5 1Ti®
Il SO IENR LT A REVE D & 5 i, HE Lo
HAMEDSEktE% B 5 & HF S R B IC DRSS
é \: ko

9.5.1 AsAmNREE (5 M) BV, BRBER
B Z AEVIBEEIC X0 REEYE (RERA. S LIRITE)
OB ORI bz, B, BiE
B (v M) IZBWT, A RMEHIZED bNLTWh vy,

9.5.2 KHIDT L IEKTHAHY ¥ a7 T LDEHISEFER
B (59 1) 1I2BnT, LI RORYE 24 55080
ISR SN2 FIRERICBWTIEED LN 72,

9.5.3 IFIRFMINCAK B 5\ 3 dSSRI. SNRI%Z #5- &
N7 A S WA L7223 RICB W T AR O,
IPIRARRD, RRERELZLELE TS, BERREIR & RO
RSB RICH Db & OHERD D BRI E
LClid. MEggsE, F7 7 —8, IR, 50E. R
HiBESE, WEELREE, WER:, RMUHEE. ERIRAT. Rk
RITHE, BUFTHE, IRk, KD &, Bl Fikerk
DOWMEDVHEEIN TV A,

9.5.4 N OFEFIMEIZBWT, WIRPICAH O T £ 34K
THhHvyu75 L% EGMOSSRIE K5 S 7z ik
S WA U728 R R BTy A Ve B A e i v 1L
DY AWML O@ERD LYY, D) H1oD
FARTIE, R34 DU A F 22 WA VS BT B
DR SBEE PR B MUTE FE TS A D Y A 27 Wik, RS o5
TIZ2.4 (95%ISHEX1.2-4.3) TR Rk O o
B h-TlE3.6 (BWEHEIXL.2-8.3) TH -7,

9.6 BILiF
BB LEOHBER OB EOG R 2 ZE L, Bl
M E AR A2 L. b MREAHFABITT A
EHIE SR TWD,

9.7 hNR%

9.7.1 NESEEMNRE LA RO RENZIREE L
AR BRI T FE N LT 22w

9.7.2 WA CTEME N6~ 17D K S OWithEE (DSM-
NiZBIF 253 BEEz %L L7 2R HOER
REBICBW T 6~ 1RO BB THIMEDP MR TE Lo
e DMENDH BV, [5.258]

9.8 SkE
HEICHEEL T, BEOIREZBIES L4205, HEEICK
59252 L, HiyE TORYEIERB T, M RESR

W 2SFRO H T b, [7.2, 16.6.3%H]

10. HHE/ERA

ARANTEICCYP2CIOTHEH S . CYP2D6 2 UFCYP3A4
LB EG LT\ b, [16.4. 18]
10.1 BEAZRE (BFALAWVWI &)

[2.2, 11.1.38H]

SEH) 455 BRARAEIR - #5180 078 | BT - fabin 1
BT I VEBALEE O = VIEBERS |t T b= v 05
# (MAO) MEA |HSbN LI EBH|FEIHES N,

L ¥ VRS, MAOMER 2 MNtr =~
¥ Hihdh 035 iRE TS L
7 — ILERI4E MU OB ZEZ SRS,

FTHF) I AVHILEFEREL AW
VIR Lo Fo AHIES
TYLZ b BICMAOREH & #%
74 F I PR ETIHEICIE 14
VOV HMMD LoMEE s
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VEYF
F—=Iv7
[2.3. 11.1.4.

16.7.251H]

KK DOF X IKTH
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D, QTIEEDSFHEH L
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BIFIEAWTH
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7 L AL KA
PEMAORESE
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B - fabri T
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e
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PUAREE R
TJLVHhA=FEE
[/
TanNg ) v
TEEeIE
[16.7.1Z2M]

s o FEHF oI
WES LA TE2B2Z
N2ZH50OT, Th
5 OHEF % KET S
HEEETAI L,
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X h7oua—)v
WA R
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X F7aa—)oii
FRERNEAT LB
INDBHDHDT, A b
Fuu—)VEiEET
LB TAIL,

RKEPBZINS D
SEH O B
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MHES s eIk
HEEZHBND,

YRAFT Y
[16.7.1ZH]

F AT T =
TYITTI =N
Fru Y R
[16.7.15H]
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ATLBLNDVD D
DT, KH % W ET
AuEERTHIL,

VATV VA
Mo HEE%E
fHE$ 2 EICk
HEEZHLND,

INHDIEHIDA
Hl O HEEFR T
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fHEST AT LIk
bEEZHN5,

TgNVT7 7YY
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KHADIT X IKTH
Lyvyuasrsnky
V77 DB
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H7ara e sk
E2SR LR (F95%)
L7 DOWEDRD 5,
KA OG- % G b
L@k s 2454
3, YutrwrEgr
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B AW T &

;a)o

TAEY VED
FEATFTAL FR
PugAEH
TIINT ) UA
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[9.1.8%M]

F—35HTk,
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% 3EH CENH D, 0 I/ AR 4 ik
I 2 T RS #9% PHES N, &
#l noHodEF L
T2 ) FTIV BRI & 0
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T a—)v (fkil)
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[9.1.1. 11.1.4= NHdH 5,

1. BER

WORWER 2 bbb L2 LDT, BlEsd 1412
T, SEDSELD LN AICE RS 2 ik 5 % &
YIZREZFTH 2 &,

1.1 BEXAENER
1.1.1 F# (0.1%)

[9.1.7%K]
11.1.2 |AFRAFIVE > RE S D BIEREEE (SIADH)
JEAH)

5 b U AE, BEFE. B oXm, Rk, 8
Hile KIE. A SR ) PLAR ROV E VA S
WERERE (SIADH) 2" 5bh b b bnT, £
WD LNTGE IS FIE L, K EROHIR
S AT 2 &,
11.1.3 =0 b= FEREE HEAN)

g, HHEE B, R, IS4 70—, HE%EoL
O VBRSO bNLEZ B L, o b= ME
ML OPHIHICIB T W RetED E L R B 720, I
HETHZEBENHD SN HRE 2RIk L,
KOS EFER L & QIEY R LEZ4TH 2 &,
2.2, 10.1, 10.2&MH]
11.1.4 QTERE HEAW). (HESE (torsade de
pointesx &¢) (BHEEAHH)

[2.3. 2.4, 7.2, 8.7, 9.1.1, 10.1, 10.2%MH]
11.2 ZDOMOEHER

(H

59%L b | 1~5%Ai | 1% U AR
BEE | W )I9E PRI,
B, FEH
ELLRIN YL, JES
REH I, &
L
. WB. [T F 74T
W HRRIE. 79 %Y — .
HE ke
fag RiHL», RTHYIT, BN = v 75
(22.6%) |MEHE . A R S | PR, G o 5T
FEEO| D v, T (EEr S| BAE, %
Foo, UH RS, [T0). SO, M. KD
L Sy (|22, SEELIRAE, | 4% 3 fik
e 5w bk, (Bom. BHAEMENE, ¥
a Hol) EDhE, fAFEI—,
AL (CV U [ B b
A, IRk, | OV X
VER—GR, |20
HELY
T O IR, |,
difpan | (20-7%) T SRR\ S AL,
i ORI, (AR
MR, A
, = M SRR, AR
PR I, QTIEE
ARMERIR A | i) (B
A R 2 IR,
R, A~ L I )
. VA 1% ON
L. L ER
/SRS
ML/ R A
B
AST -4
ALT - AP -
" »-GTP - €1
I PADZPAR A
50 T H% g
MR
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IRCRE . B2
ZbhiEh
PEIR M BE, [BUR. JREL. |FRHSEhRE,
WR S - R FIBE, | IE L, )| H s
IRt B BPRIREE R4, BPR
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5%LL L | 1~5%AKiM | 1%AiH BFEA
MER RPN UL N
VW B[R BE. Bk

ZTE L AFU—
Vb i
F U YLK
T Fi s,
AR
BT, EW.
B M\
R B
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13. BAEKRE

13.1 fER

WA BT, AAI1000mg % # 2 % MEH G 250G &
NTwb, T, AFZHEERG LZEFITBWT, %
TR THRE SN TWAD, ERfERE LT, TAah
REBEE (D F v, IR, A, EE BE ko=
SEETE, R, BB, HWhEEE GEL - RS, GO
FEEE (KIME, Wk, QTEEE., ANEEIR). B RO
KN T v A B (KH ) 7 AE, 4KF B Y T A LE)
EPRREEINT WD,

13.2 0@

R 2 R EANI A S T Ww v,

14. BRALEDEFE

14.1 EFZMFEFOEE
PTPUZEDOHEAIIPTPY — 25 ML TIRHT %
XoET LI L, PTPY— FOBEKICE Y, VLA
AR AT A L, EI2135 7l B 2 LCHtkmii %4
LEOFRELOGIEZIRT L DD D,

15. ZODEE

15.1 BEERfEAICE D 155

15.1.1 N CEM S 72K ) DmEBESoRMREE %
HYBBEENGE L, KElzGEEEOI ) 2#I D
W7 5 2 R IR ABR O MG RS R IC B VT, 24580
TOERATIE., BRSESEBREKORIO ) A 7 Hht
I OKIRGHETT IR L B L CED o7z B,
Bl EOBEIIBIT 5 AR EERS AREROFEHD)
A7 OLEFIFBEDLENT., 5% U EICBVWTIZZEDOY X
WA L7z, (5.1, 8.1-8.4, 9.1.3, 9.1.4ZMH]

15.1.2 250/ DL E 2 W G 92 S N7z dghk oy 2R A
1IZBWT, EIRt T b= D AAR P EHR K O =8
L) DR R ETI) oA e kG s BET B0
VAZHRERALZEOHEDRD 5,

15.1.3 A CHEM S N2 R RBRICB W T, KAz &
BRI T~ = WY AARER A T2 2L s
B, RSB 5.2 5SS SN TW 5,

15.2 FEERARABRICE D B4R

15.2.1 9 v b EHEGHEWERBRICB VT, RABRG%I1C,
Dt (ORI ED ) oMM OARS) 12X BT
O LNT WD, DI AR O Cra SAHAF LTI
2b0rEzoh, BHOBMEIZE TSy FTE b
IRF R OTEMEI RS L HEE SN TV A,

15.2.2 I v MG HEERBRICB VT, KA S-%12,
i, FEE FARR ORI Y VBRI 2R Ok
BHYIZFED LN B EHEIRITL~ 7 07 7 — YV OEERY
MO L) NEo 5N, ISP MaBT
PBBEEIDHEVIRER LYV ED SN MIEICLY,
VU R B B T R R L 7

16. EYEEE

16.1 MAFRE

16.1.1 HEZE
e A (CYP2C19DPM (Poor Metabolizer) MO
EM (Extensive Metabolizer) #%661) (ZHfE T TT 2
¥ a7 F A5mg. 10mg. 20mg% HiRGEIIH G- L 720
CYP2CI9EM®E T3 5:-1%3.8~4 . 35 [ C o i M4 i
JE (Cmax) Z3E L. PRI (tr2) 1324.6~27.7H
MTH O\ Coax S OVIILH 5 BE - R[] B T ARG (AUC)
FHG-RITIZITHA L Tin L7z CYP2CI9PMAEIZ B
VF B t5e s I AFE F e 31 53 1 ) )2 O°Cnax lZCYP2C19EM
ERIFEETH o 725 AUCK Utr2ld CYP2CI9EMAE D
R chHho72Y (7.2, 9.1.2, 16.6.4=M]

F#16-1 WG OFEYEHRE NS 2 —F

CYP2C19 |#t5= Cmax tmax AUCo-e t1z
EETRTY | (mg) | (ng/mL) (hr) (ng * hr/mL) (hr)

5 5.7+0.8[3.8%1.3 18370 [24.6+9.9
EM 10 ]10.8%£2.1/3.8+0.4| 418+153 |27.7%7.5
20 |23.0+4.3/4.3*x1.4| 807+282 [27.4+7.2

5 5.5+0.6[4.2+1.5| 384%109 |55.8%16.4
PM 10 12.9%£2.3/4.8+1.8| 885+384 |51.2+16.9
20 |24.7+4.7|5.2+1.8| 1595+356 |55.3+8.7

(Mean =S.D.,n=6)
#1) EM : CYP2C19'1*1. CYP2CI9'1*2. CYP2C19'1*3
PM : CYP2CI19° 272, CYP2C19273. CYP2CIF3*3

16.1.2 RiE#HS

e AN (CYP2C19®DPM K NEM4&551) 2= X ¥
¥ 7S5 AL10mgZ1H1EI21 H M KEROHRS- L7z,
CYP2C19EMEE, CYP2C1I9PMEEDWEFHIZHEWT B Il
R B IR G- RIS 2 1 B L. CYP2C19EM
BT 5-15H H £ TI12. CYP2C19PMABETI3#%5-19H
HETITIEITERIRAEISE L 72, CYP2C19PMEED21H
Fﬂﬂ)i?g?Qg‘f’féc:ﬁ U’ Z) szun AUC& Zﬁtl/ZO)l/\fh %) N
CYP2CI9EM# & [ L THRI2EEflicdh - 72V, (7.2,
9.1.2, 16.6.4% ]

#16-2 ARG ROEWERE 7 X -5 (%521HH)

CYP2C19 Crmax tmax AUCo-2 ti2
EAE TR | (ng/mL) (hr) (ng * hr/mL) (hr)

EM 26.8%6.1 3.0+1.0 506+132 371.7£7.5

PM 53.9%12.9 | 6.4+3.3 1094+266 | 57.8+14.7

(Mean=S.D.n=5)
1£2) EM : CYP2C19'1*1. CYP2C19'1*2. CYP2C19'1/*3
PM : CYP2C19° 272, CYP2C19273. CYP2CI937*3

16.1.3 &M FHRZEMHER

IAY5a7T0820mg [Zh %] &L 7Y T e
20mg%. ZURAF—=N—=FZX ) ZEnEFN1E (=R
YyusI Al L T20mg) EEKABME (CYP2CI9
OPM%Z B <) IZHE A LR 5 L C e s R 2 bk
WEEWNE L, BONEYBHRE NS 2 —% (AUC,
Crmax) 122U TI0%AEHHIX [ 12 TREEHIANT 2 1T o 724
B log (0.80) ~log (1.25) O#PHTH Y. WA DA
WA RS EATHERR S /2,

(ng/mL)

251 —— IZAYFUTTNEENmg [FH 5]
-0 L7 7 20 ng
204 Mean+S. D., n=27
I
i 15
A
i
i 10
5,
0

18 7 96 (hr
L]

[X16-1 M4 #E ($820mg)
7216-3 HWIRE/ ST A — % ($220mg)

0246 12 24

IS5 X — % BEING X —%

AUC: Cunax tmax ti2

(ng - hr/mL)| (ng/mL) (hr) (hr)

IAYEUTT LR 564.71 20.29 3.81 25.80
20mg [5 7% ] +155.87 | *£3.68 | =1.30 | =5.39
.. 580.37 20.50 3.89 26.15

LR TaGme | jeosg | 410 | +1.40 | +5.63

(Mean+S.D.,n=27)
MAE R EE N ONZAUC, ConE D85 2 — 713, #baE O RIN,
PR OFREEIEL - W45 DRSS & > TR 2 W RN D 5

16.2 ORI

16.2.1 BEOHE
e N (1760) (CHE T U S RS gIc T 2
AUCIEW# TR EMAEEIROONT, Bfog
IO LN D079 HEATF—%F),

16.2.2 E£HFHFIAE
IAYZUTITLDTELIRKTHEY I 0TI 240mg
AR N 1200 LRI RE L9 - L7z & & o A== R
HII79.5%TH-72" HHEAT—%),



16.3 2%

16.3.1 D RFE
fEER A (CYP2C19DPM M. O'EM%661) (22> %1
75 A5mg. 10mg. 20mg#% HiFEIHG- Lz DAk
PO (Vz/F) 13872~1053LCTdH - 727,

16.3.2 MIFEAEEE
b Mg AT 7 a7 5 24 (20~100ng/mL) % @0
L7z &, BT L2 #iPH I B 2 A& (5% A 5%
BIFIE—ETHY . TOFIYMEIEE5.4%TH - 7Y (n
vitro. WAEINT—% ),

16.4 3

16.4.1 =23 %075 AFFIZCYP2CIC L ) 7 A F
WAL~ E S, T 720 T A F VAL HIIC
13, CYP2D6 X USCYP3A4D 59 %, 7 X F ibfkix
CYP2D6IC & ) V7 A F ALK~ s 59, 72,
IAYF 75 LD—EHIECYP2D6HHWVIEE /T I ¥
FER T —BHRICT VT FELEERIC X VB LS
N-*FH% 4 FMEdHsrwiETu e+ vt sns
CEDBHHEEN TR T2y ST AT,
BT SBWICERIN®B, 203, HHWIE
svru yBraske LORPICHRE SN 2 6N
52, [10.z28]

16.4.2 R AICZ A Y 075 A% HEdH 5 WIZE
BIE L2 EDOCuax R FAUCIE, AV YT TS
L, FAF VLK, VF X FILRDONICE > 72 F
72 VT A FVALERORPHERFRIZ, =AYy a T T A
BB WVITT A F ALK IR L T - 72,

16.5 HEt
e AN (CYP2C19®OPM K. ' EM4661) 2T X ¥
%175 A5mg. 10mg. 20mg% HEIFIIHG Lk
X, B5%I68EMBITOIAI YT T T LADMRT
PRI, CYP2C19EMEE Tlad 5.8 D12.9~13.2%.
CYP2C19PMEETI321.2~21.9%Th o720 F 72,
B A (CYP2CL9DPM L OFEMA&561) ICZ Ay ¥y u~s 5
210mg# IHIM21 H B PER O S- L7 & &, mofkml
P G524 F CHOIA Y ¥ a7 5 A DRPPEIERIL,
CYP2C19EM#: Tl3# 58 D17.4%. CYP2C19PME:T
1330.7% TH o720 [7.2. 9.1.2, 16.6.45M]

16.6 HENDEEEZE T HEE

16.6.1 BiaeEERE
IAYIUTITILADTELIKTHL LY 07T A520mg
ZERRREAME T GRERMAJEM R © 10~53mL/min) L7z
BETENCHERE R G Lz e &, R AL IR LT
tr2ld 1. B/FER L. AUC (5= CTHIIE) 13124451
FH L7225 Coax (%58 THIE) . tmax2 FVZ/Fl3 13
FRABETH - 728 HHEAT—5). [9.2.181F]

16.6.2 FFiépepE=aE
I AT Z 07T A820mgx BEE~PEERE (Child-Pughs)
HOAXIZB) ORI T BB SN BRI 5- L 72
L x| FERREEOMEIS UCAUCH LA L, BREE,
AR O IFERETBRZ BT 5AUCIE. BERAD
ZNZENL.3THRE, 1.6 TH o722 FHEAF— %),
[7.2. 9.3%MW]

16.6.3 =¥
Iy %175 A10mg. 20mgM OF30mg™ % #i £ T Hi
MRS S- Lz & 2 oEkE (146, 656~73%) 1281
5Cmaxl3IEEHE (1561, 19~35m%) EFEETH 72
25, AUCK UtizlddEmins & ek L C e el .29~
1.35f%, 1.48~1.53f% EADH L VIFER L 72Y, F /2,
T2y a7 A10mgw 1 H1E21 H B ERRS L
7 XoEEE (1861, 64~80m%) IZBIFArAY ¥ 1
75 A DCuax L AUCIKE, FEFIHEE (1861, 23~355%)
DZFNENL. 345 1. 508512 FR L7229 EATF— %),
[7.2. 9.8&M]

16.6.4 EMRBBROEEFSEGHNICKTIEBL TV SE

(1) CYP2C19
[7.2, 9.1.2, 16.1.1, 16.1.2. 16.55M]

(2) CYP2D6
IAYZ T TN ERHER RIS 5 WIZEHIRA
PHE 72 & & CYP2D6PMIZ BT 5 Coax X FAUCHE,
B 1 TCYP2DEEMIZ BT A D F 2l 265 K O°
1.3t TH o 2%, Mo7H TIZCYP2D6EM & [MAE[E T
Hol" HEATFT—%),

T3) AHIORBI N O L, LA 1E20me £ TORKI 15 TH .

16.7 EHHEEIER
16.7.1 TZX> 42075 L AVERBRORE

(1) #x75J—-1

fEeE N (1661) 124+ X 75— )1 30mg% 1H1E6H [
AR5 L, SHHICZAY ¥ 075 A20mg#k HFH
BOHEG L2 X, AV 2079 5DCuaxlZIT 203
HDO SN o 205 AUCHL. 551 R L22® (4}
EANTF—%), [10.22]]

Q) PxFT

TR (1661) 123 X F ¥ »400mg? 1 H 2115 H [ 5
EROES- L, 4HBIZZ A Y ¥ 075 220meg% %
%5 L2 &, A3 5075 L DCraxl 32T FE
DN o205 AUCHL. 726512 EH- L 72 (b
ANF—=%). [10.251]

3) x r7Om—Ja

RN (1561) ICZ A3 % a7 5 4% RAEROES
(10mg/H % 1M, 71 &%k &X20mg/HZ3MM) L. &%
¥yr5.H (28H) 124 b7 uu—v100mgk B A8
HlL7zEE&, A 700 = VDCrax L NAUCHSZENZF I
1.75%. 2. 27651 LA L 729 (AEAT— %), [10.2818]
@) 77732

fEER N (2061) IC=AY ¥ a7 g A ERERIES
(10mg/H #1MM, 51&%i %20mg/H Z3#M) L. &%
b5 H (28H) I2FY 75 3 »50mg (EPIGEH
1) ZOHREIRG L2 &, TV 753V DOCaak Y
AUCHZNZN1. 41K, 2.078 12 ER L72® (SHEA
F—%) [10.25]

(5) UrFEIL

RN (1861) A3 ¥ a7 F420mgk ) MY
Ve00mgZ PEHREOHEG Lz &, A7 5 A
B M FEILVOEY BRI EZRD SN oY
(91‘}\7_‘_57)0
16.7.2 IZXAY 2O LD IRTH 24075 A
(ERRSET) &AVEHBROBE

(1) LRxZ7ASI >

TR (8B1) 123 % a7 5 A40mgZ 1H1EI10H B K
BREOHS- L, THHIZL A X 7u~x Y U 50me % b &
5Lz &, Y5 a 75200 LRATOTI 0D
WBRICEBRIED LN o728 HHEATFT—%),
2 FUTYITL

fEE N (1760) 123 7 0 75 4 % ER#S- (20mg/
HZ7HM,. 51&kt&40meg/HZ23HM) L. mE&k5
H (30H) I28Y) 7V F40.25mag% B OHRS L7
LE VEZUTSLARO M) T VT LD BREI
D LN L5720 HEATFT—%),

(3) AINTEE

REEER A (126]) 12H VAT ¥ Y ¥ % KERORS
(100mg#% 2/l/H % 3H M. 5] &% &200mg% 2/ H % 3
Hi. 400mg/H%Z29HM) L. 22HH XY > urs
240mgZx1H1M 14 H M EFHEORS Lz X, &
VNI EV v OEYHRBICHEBIZIED LN o721
(ﬂj\?“‘y)o

(4) EEYFR

fEEER A (2681) (237075 A40mgx1H1E11H R
ARG L, w50 (11H) \C¥EY F2mg#
BERIRRIE G- L7 8 &, ¥EY RO BRI HEITR
OOLNLEholz. —H, PEHEOQTcIZY E Y FHAM
WL EUREEICERE L (QTcHONR—ZF 4 ¥
5DEALE © PEHI9.6~14. Imsec, Hifidk 512 1~
2.3msec) ¥ WEIANT—%), [2.3. 10.15H]

(5) FhaFrvy—iv

fEE N (1761) 123 a7 T 240mg Kk O P aF ) —
Vo BEOHNZENARSETE) 200mgZ BEHFEHRS Lz &
.07 LAOEMBREIHEIIED SN Do T,
Froo NI FYV - VHMERGREE R, FHhaF Y —
IV DtmaxEEIE (PEATIRE2 . ARFIN], B 5-REL . ORER]) L.
Cmaxﬁﬂ). 791%6:1&T L 7‘: 7)§\ AUC& Utld‘i W*%E{f&) D
728 (BHEAT—%),

6) 7ITFU

RN (1260) 1237875 A40mega 1H1H21 H
GRS L. 15SHHIZT7 V7 7Y »25mg % P
G L-EE, S-IVT 7)Y ROR-TVT 71 ¥
DFEYWREIEBIAD SN oz T, FFHKO
Juahnu ‘\/K“/H?J:FEﬂO)HEi‘j(1ﬁ (Rmax) kO7abta v



VR -RERT R TR (AUCer) &7V 7 70 v Hijl
PG ARG EACEIN L 7282 OB o A2 13 iR T
B o572 Ruax XL AUCrT © PEHIFF26. 7sec & U¥3260sec -
hr, B 5-H25 . 1sec J2 0V3098sec * hr) ¥ (AL A 57—
%) [10.2214]

(7) >dx>>
fEER A (1161) (¥ % a7 5 240mg% 1 H 129 H [
ARG L. 22HBICY TF Y v 1img% BRI
Bl7zt&, 20750000 3FY yORYEHREC
WEIRD N2 HEAF—5),

8 UFIL
fERER N (8%) 12v 7175 240mgw1H1E10H X
RS- L. SHHE2S7HH ETY F 7 230mmol %1
H1m5H MR ORG- L8 &, ¥y a7k
K F 7 L OEYBREIEBIBO SN L0072 (O
EANTF—%),

16.8 Z 1tk
T2 T IL50mg [ 4% ] & [GEIELRS
RECEIE A O AW Z R RSEERBE AT A K54~ (51
24E3H19H #AMEIR031955175) ] koS Ex AV ¥
O75 L5820mg [ ¥ % | ZHEHEMAHE L&, &
MBI D WIS L A S/,

17. ERERRGIR

17.1 s RURLMICET 258

(5258 « 52KEE)

17.1.1 ERNEE DHEHR
KI)omUmEREZNRELE LT, 2 A7
LAYvavilE (A2 ua75248 L TCIHI0mg XX
20mg). 7 F - ARNIE ST kT VIEERERAY (5o
FrF L LTIH20~40mg) % 8HEMIEG LIokHE
F B H T & % Montgomery Asberg Depression
Rating Scale (MADRS) AElHOZLRIITEROL B
DTHhY, =AYy a7rF s (10mglk F20mght&#E)
DT 7 RITHT AEEEITRE NI,
B R O RBISNORIERAEIEE X, = 2vsa7
J L 10mg 58 T63.3% (76/12061), =A% arJ A
20mgi 5-8T75.6% (90/119%1) TH o720 ELHEIEH
&, 10mg# G- TIIMEARLS.0% (18/120%1), HE513.3%
(16/120%1). FEhED F119.2% (11/12061). 20mgk -
TECIIMEIR20.2% (24/119%1), H.021.0% (25/11961).
FEIED $1110.1% (12/11961) TH - 722,

#17-1 MADRSEEHH R UNR=Z T 4 ¥ 96 D% LR

MADRS

aita ZitR
B 08 [ e [SATA [T R DR
54 || (o0 | WHED ft
" BALRED | [05%fEmK ]| P
- 290 | 183 107
77ERR 1) L5 1100|295 ) )
x 294 | 5.6 | -13.7 3.0 "
2 0meht | 120 | 51110 =100 | [54, 05 |08
4 A 28 | 162 | -13.6 27 o
2 Nmght | 1091 ool oig1| 8.8 | [5.0, -0.47 |00
A 26| 159 | 137 238
7 A J3:4)
L UEE 290 ool Llgs| 294 | [49, 0.8 |00
n . 28 | 156 | 142 32 ;
FRREFVRILL] Lp g s100| x99 | (5.6, 0.8 |00

7£1) Mean=S.D.

#2) HHHENT. XR=25 4 Y OMADRSE

i1 AN

13) /AT

#4) AEEDY (p<0.05)

17.1.2 ERF I HRPHRSHER
KIOWUBEREZEHREL T2 AY YRS IFA V2
Tl (ZXv#ua75 248 L CIHI0mgXix20mg) %
I RS20 P G- L7245 0L, 528 F THRIMEIGHEFE S 7z,
B R O EBIENORMEHEBBEIX, = A2 50
75 510mg X 1320mg% 5-# T1280.4% (74/92%1) <
Holze ERmIERIE. WHR30.4% (28/92%1) . M.l
23.9% (22/9261). Wiki19.6% (18/92%1). iFEhko F
W15.2% (14/9261) TH - 722,

bR L

#17-2 MADRSH

AR OR=2F 4 ¥ b DA LR

AT 4] % MADRSHRFAT | Z{La™)
N=2F54 > 92 31.3%5.5 -
Sy 87 15.0£9.3 -16.5+8.5
243 79 10.8%9.1 -20.3*8.6
523k 66 8.0%7.4 -23.0%7.6

7£5) Mean+S.D.

17.1.3 ERF I HEHERBRSHR

RO K ) DR EEE LR LT, 22V yuTT
L2y (2 Ay a7 T 5% LTIHI0mg X1d20mg)
% I RB2BI% G- L 7oA R, 5238 T CHRMMEIMER Sh iz,
BISI R O BRBISM ORI BB X, =Avy07
7 2 10mg 13 20mg 5 TI1381.8% (18/22) Tdh -
720 EREWEMIG D18, IRE OHE04522.7% (5/22
#l) Tdho7?o

#17-3 MADRSERIH L UON—=2 5 4 ¥ 95 DE L E

Sl BI% MADRS# &1 ZALRTS
R—AFL v 22 31.4%8.6 -
Sl 19 17.1£9.9 -13.7+9.0
245Kk 14 11.5+8.5 -18.6+7.6
523 Ik 13 7.4%6.4 -23.3+6.6
7£6) Mean=S.D.
HETREE)

17.1.4 ERNE IHEHER

HEREEERERZ NS E LT, TAYYOTIFL Y
RN (m2vsu 75 4L L TIHI0mgXiZ20mg)
MIE 77 2R Z12 MBS Uz R, REFHEE TH
% Liebowitz Social Anxiety Scale-] (LSAS-]) &&lM
DEALRIITEDEBY THol,

BB E OCHRBIZMORENBEHBEZEIX, =AY 50
75 A10mgH5-#CT51.5% (102/198%1), = AT ¥ u
75 2 20mght 5 T57.5% (111/193%1) TH -7z, &
ZEIWERE, 10mglE CIXEIR1I8 . 7% (37/198%B1), M.l
14.6% (29/198%1). 20mgf% 5-# T2 BIR22.3% (43/193
B, H.17.6% (34/19361) TH - 722,

F17-4 LSAS-JEEHE R UINR—2F5 4 » 502, E (LOCF)

LSAS] e
i it
- b 1% ] S = 7 ts 3 t@‘ 75 1E8)
PG B J_\; Z 1;%;% /\/f:\z:gj %Fﬂtﬁ ﬁﬂﬁ@;
747 B g | ogosfarcn) | P
- %3 | 22| 2.1
T7EAR 16| 5] e 4| w214 ) }
I
2 o5 | 67.6 | -26.9 3.9
S 10meht | 198 | [y’ li990| =233 | (8.3 0.6 | %0
inj
7 3.4 | 607 | -32.6 9.8 o
7 Wmght | 193] 176l 2080 2256 |[145, 52|

717) Mean=S.D.
1E8) LA T. R—2 T4 ¥ OLSAS-J&
SR
1E9) W/ HTIA
HE10) 7T LEBICHT ALY Y U7 T A10melE DB AR S h
TEMAICRY . T RBCHT AT AT ¥ 0T T A20meghED
BERE 2 RS 2 5HICTd - 72720, BEEDTT B A5 720

17.1.5 ERNE DHERHARS AR
HAERNGEEREZNRELT, TAYYO TS50V
vl (XY a75 248 L TIHI0mgXiZ20mg) %
FRE2E MG U -9, 5238 T A MR S hvz,
B N OCHRBISZHMoORERSEBEE X, =AY
7 F 2 10mg X 13 20mgfk 5-#T1360.1% (95/15861) <
B o To BIE O 2 BIEHNE, BiIR24.7% (39/158%1)
H19.0% (30/15861) THo7z. HBEIEHICBWTE
HEH10% L EOBIEIZED SN h o 722,

F17-5 LSAS-JEFHE R OR—=Z 5 4 v h 5D LR

Rz digem e L3

AR ] BI%_ | LSAS-Taats™ | AfLi™
N—=AF4 > 158 95.3+19.5 -

1256 141 69.0£25.1 -26.6+21.5

24381k 138 59.9+28.7 -35.6+27.2

5238 126 49.9+28.0 -44.8+28.8

7£11) Mean=S.D.



17.3 Z 01t
17.3.1 QTERICH T 3 2&
R ANLLTH 255 & Lz 79 b Kb IR g b
AB% (Thorough QTi#ER) IZBWT, QTcFONR— A
T4 S0 E (7L RMHE) &, 2 Avyars
5 51H10mgH5-12 B\ T4. 3msec. 1H30mgfk5-12)
IZBWT10.7msec TH - 722 HEATF— %),

#17-6 QTcFON—Z T4 95 DELE (75 &R HiIE)

FEH QTcF (90%EHIX ) (msec)
IAY¥ur75 10mg/H 4.3 (2.2, 6.4)
IAY ¥ a5 30mg/HE? 10.7 (8.6, 12.8)
EF7uFY T Y 400mg/H 9.2 (7.7, 10.7)

11:12) AR O AL R AL, TH1IF20mg F TOREIHE TH S,

18. ZEHZEIB

18.1 1ERH#F

IAY U7 AE#ERW R = (5-HT) FI
DIAARHEEHZR L, WA TOMK/S-HT R E % £
B ER-&8 5 2 12X ) 5-HTHESR 2 G L Lt
ADMEMERTEEZEZENDD,

18.2 15 >1EHA

1&&1Tﬁxﬁﬁm%ﬁ%uﬁwfﬁﬁﬁﬁ%ﬁﬁt
f:27),28 5

18.2.2 5 v MEEBMA FLAEFIVIZBWT, A ML
AWM X D IRA L7z a BEiEsE 2 2 b L AR
BN & RFLREE 12 Al & 722030

18.2.3 5 v MAWA ML AEFTVIZBWT, BT v
POBRAT v MIXFT B BURATE) & W35 Cld i S
B, S RS S-S 728,

18.3 €O b= > BERVAHBEEER

18.3.1 v MY F 7 MY — A%\ 7n vitroERIZH
WCH-HTHUY) AA % HE L (50%HPHl# 122 . Inmol/
L), in vivollBWTd T v MatEEE T oRMls5-HT
R LR X8

18.3.2 L FE/ T IV FT Y AR—ZHBMBIZE W T,
IRAYH075LD5-HT b T ¥ AR—= 7120 F %8R
T GEEBRMEEHOLER) VT FLF) T
AR—=FREFNRI VIS VAR—F ERBLTHA
710045 K 052400005 Tdh - 723 (n vitro) o

18.3.3 IMAG-HTHZZDBIGILIC L VR Sh b <
A DITEZALZ R L7225, 2 VT FLFY) Uik
Ubn~/mﬁ%®wém Iy ER S ATEIEIC

W RIT & T o 72328930

1834&%&0%@%%&%@ KR AF v F v R
B 5 v AR=% (GH4A4FEH) 2 v 7288w T,
lx/9m77AimEFmeﬁwcﬁ?6ﬁ PEA
RO HNTzHS, E OO B FEAR S EY D= FARITKT
LT FEAEREEEZRE LD 57205 (n vitro) o

19. B2 CEET 2 E{LZAHER
—RGTR c T ATy a T T LAY 2y RE
(Escitalopram Oxalate)
1b&44 - (1S) -1- [3- (Dimethylamino) propyl] -1-
(4-fluorophenyl) -1,3-dihydroisobenzofuran-
5-carbonitrile monooxalate
75 F3 0 CaoHaFN20 + CoHz04
Y 414.43
B KA ~RECoBETH S, BEE (100) 124
DTHETRTL, AF )=V LIEN,N-V X F
VT7E T I FIZETRT L, KITRREBEITR
T, TEFZ P MIERREITICL, %
J = (99.5) IZEIFIZ vy,

b
CN

\ :
/N ; *H02C-CO2H
H3C

F

21, AEREM
BREENH Y A 7 EHEHH 2 5o L NI ERT S &,

22. A%
(TZ2>42875LiE10mg [2H4%])
1004 [10%% (PTP) x10]
(TZ24207 5 LE20mg [2H4])
1004 [104% (PTP) x10]

23. EEk

1) Chambers, C. D. et al. : N. Engl. J. Med. 2006 ;
354 (6) : 579-587

2) Kallén, B. et al. : Pharmacoepidemiol. Drug Saf.
2008 ; 17 (8) : 801-806

3) Wagner, K. D. et al. : J. Am. Acad. Child
Adolesc. Psychiatry. 2006 : 45 (3) : 280-288

4) EMNBHHRR - 23 %075 250 Kk O EE
Halr— (L9 7 ade : 2011464 H 22 H K8, HGS
EREE2.7.6.4.1)

5) FENER  AEWENRSERE (A e 7T A8
20mg [ % %))

6) EIMNEIRSEMBEIERE - T A Y5 07T A0Sy E)E
CRIFTAEFOBE - (LY 7 ade 20114F4 722
HKGE, HIEERIEE2.7.6.3.2)

7)  HEIMERSEM B RE R — 2 5 1 T T A AR FI T
K- (LY 7rafe: 20114540 22H KE, &k
E2.7.6.2.1)

8) MWYEEERER - T2 ¥ 1T T ADEARKEOWKE —
(V77 age: 20114E4 H 22 H KRR, WG AR 2
2.6.4.4.3, 2.6.5.6.2)

9) FEWEIRERER - T A3 ¥ 0TS T LD vitrofRHOME
— (L7 ase: 20114E4 H 22 H KGR, IS LR
2.6.4.5.2)

10) Olesen, O. V. et al. : Pharmacology. 1999 : 59 (6) :
298-309

11) Rochat, B. et al. : Biochem. Pharmacol. 1998 ; 56
(1) : 15-23

12) AR EYBRERRE - 2y 0 TS5 LD ANT VA
- (L7 %7 age: 20114F4 H 22 H KRR, WPEEERHE
%2.7.6.4.5)

13) AR SR B RE SR — B B IC B 5 v ¥
075 AOFEYERE - (LT ude: 201144 H22
HKGE, W& FESE2.7.6.5.5)

14) HEAMES R SR BhRE SRR — TR ER BB I BT 5 = A
Yyu7s LaoEYEHE- (Lr7ade: 2011454
H22H KR, B e EH%22.7.6.5.4)

B)@ﬂ%%%%ﬁ BB - mRwEICB s I A YOS
I A0y ENE (HN¥h) - (L3 7o 2011
fMHmﬁﬁm\mﬁﬁﬂ%%2765D

16) YR RSE B RERER - S 1B T2 Ay u T
I LD ERE (SUEHYS) - (L7737 uge: 2011
EAH22H AR, WPEEERHYEE2.7.6.5.2)

17) WSS R BIRERER — = X > ¥ 1 75 2 O YyH)
RBIZKIZTCYP2D6EIETZMoOEE - (LY 7
$E 0 201144 H 22 H K2, HHRHERM%2E2.7.2.3)

18) MEHLEERIE B RERE — T A ¥y TS A RV v 0
77 AOFEYMEAERRE - (L7 7 : 20114F
4R 22H KGR, HIREEREE2.7.6.6)

19) *EPVERL - AW RN RSSO OV R (= A
vyu7 I LEE0mg (75 %)

20) HEBULIESHERE: - K DREREICBITS 7
S RE O T T v enf/e LasiER Oy
BEMEOME - (LY 7adE @ 2011454 7 22 H KGR
SR 22.7.3.2, 2.7.6.8.2)

21) EH538 - Ko ot ERZ ICB 5 ERS.
OREWR HEREORE — (L 7% 7 age : 20114
4122 HKRE, WEEERRSE2.7.3.2, 2.7.6.9.1)

22) EfnE RIS - K Ok EREICBI AR
W G- ozatk, AR OSEMBEORE - (L2
7 0 2011454 H 22 H KGR, g E R s2.7.3.2,
2.7.6.9.2)

23) HAAREEITT ST T RGHRR (LY7o
$E 0 2015%E11 H20 HZK#E. HREE RS S2.7.6.1.1)



24)

25)

26)
27)
28)
29)
30)

31)

32)

33)
34)
35)

36)

37)

24

PSR LEREEITR§ 2 KGR (LT age:
20154E11 H20 H K72, WA B RS S2.7.6.2.1)

#7$ Thorough QT#ER— = A ¥ 107 J A D.Llis
SR TRE - (L7 udE: 2011454 H22H
AR, HETHER2.7.6.7.4)

TEMIRRE (L2797 adE : 20114E4 H 22 H AR, HGE
BEREZ2.6.2.2)

IR~ 5 OMET VB LHA%ME- (LIS
TgE : 201144 H 22 H KGR, Has E R %E2.6.2.2.1)
Sanchez, C. et al. : Psychopharmacology. 2003 ;
167 (4) : 353-362

Montgomery, S. A. et al. : Pharmacol. Toxicol.
2001 ; 88 (5) : 282-286

Sanchez, C. et al. : Behav. Pharmacol. 2003 ; 14
(5-6) : 465-470

WHERER — 5 v PRI A P L AT VORI
RATT8— (LY 7ase : 20114E4 7 22 H KR,
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