NI18A D14

«x202 141 AET (5831%) BFEEERHEES
*2020F4 A ET (B825R) 871179

B h: EERE

HAHEAR : 34 BEIRMtEO M= VBEIAHBEER] (SSRI) 10mg 20mg

IR UTT LY 2R

if‘%@%ﬁ&m Dgﬂ-jo D®§E\E 1 O mg

AGRES | 22300AMX00517000 | 23000AMX00835000
BR5TRAYE | 201148H 2019%6H

L DY 3 20mg

LEXAPRO Tablets 10mg
LEXAPRO Tablets 20mg

) BE-EAFEOLSZICIVERTS L

2. 2 (ROFBEBICEF‘ES ULV E)

2.1 REIORS N LIBBUEDOBEED & 5 BE

2.2 /7 I VibEER (MAO) FEAl (L XY VIERIE.
FHFYAVIVBIE, Y7 1« F I FRAVIVEEER) 2#%5H
HBHVIFBEFRIEZI4EBYAOEE [10.1, 11.1.3 &
]

23 EEY REHSHOEE [10.1. 11.1.4, 16.7.2 BH]

24 QTEEDH 2 BE (HREQTEREMREE) LLEHN
(torsades de pointesz &), DERQTHFREDMEEE 2 i

*

RzlIIIEeNrH5.] [8.7. 11.1.4 ]

3. #ERK - IR
3.1 #8m

HR7e 4 L2747 aEl Omg L 7Y 7 uE20mg

1 TRV yurSA4(léEh TRV Yar 5L
T2 12.77mg ¥ aRiE 25.54mg
(ZAYFa LT (ZRAYFTTITLELT
10mg) 20mg)

BRI

FNT, ZAAANLAT—AF FU T A, fiEtLlo—
WAl |2 - BEEKTI AR, ATFTTIV VBRI TRV TIL, €T
OXx0a—RA, v70I—1L400. BLF% >

3.2 RFIOMEIX

[ Vo9 7uslomg | L2747 08i20mg
LEXTN HETEAEOERODH S T 4 VL T—T 1 » ThE
e | @ COB[GIDC E
2 10.0 80
(mm)
(S—— —]
o #1128 #1255
(mg)
HAla—§ MO183 MO184

4. HEEXIFFHR
508 « SORE. HETREE

5. MEEXIFHRICEHET BER
(GhgELLiE)

51 #i5 2FOH/EICE D 24BUTOEE T, BREE. B}
ERDOY 27 PEMNT 2 EOHREDH B0, REOHREIZH
oo TN VAV ERRT 4 v bEEBETHZ &, [8.1-8.4,
9.1.3. 9.1.4, 15.1.1 &H&]

(52%%F + 3D

5.2 KA % 1 2RO KR S DRERELRE ICKRE T 2 BEITITEIS

ZEHEICKRETT S22 &, [9.7.2 ]
(HETRES)

5.3 #HARKZBEOZM L, DSME Fout) Bl cE >
EHEICERL, BEEZWLTHRICOAIRETDH T &,

) DSM : American Psychiatric Association CKEfE#E
%#4%) ®Diagnostic and Statistical Manual of Mental
Disorders (fSHRBOBZET - Higt~=27 )

6. RiERURE
BE. RAICRIAY Y0754 LT10mgzl HIES &%
CRORET 5. 2B, Fi - BRI K DEEHERT 55 H
BIZ AL EOMEE & T, 1 HREARIZ20mg %@
AV EET B,

7. BERUBEICEEYT 58

71 AR OBREEIINER/NRE RS LS, BEZLICEEICH
BLaPoHETH L,

7.2 FrERERERE. SRE. BENICCYP2C19DTEMEASRE
LTWaZEMHBHLTWSEE (Poor Metabolizer) Tl
AEOMABENS LR L. QTEEZORIEAPEE LTV
BENWHHBH7-0. 10mgk LRETHIENHEE L, Fz.
BEICBLTIIBREOREZERFELBEL., HEICKET S
&, [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 £&]

8. EERELRNIE

8.1 > DERZETH2EZIFHSEISH . BREKIOBZh
BHBEDT, ZOLDRBHEIRSHARRZ > NICRS5ES
EETHERICIGBEORER REOE L2 FRIELBET S
Z &, [5.1. 8.2-8.4., 9.1.3, 9.1.4, 15.1.1 ]

8.2 A&, Mg, HE, )S=v 73k, AR, ZHEME. 5@,
WEME, EE}ME. 7THY YT /EMESARE. B, BRENSD
SbNbZEDPHMESINTVS, /2. FHEBEARFRIIHAS »TIX
BROH, IS ORER - [TEIE R UIERIICBWT, EREEER
OBENIIHBASE. BRER. iETAI RESNTVS,
BEORERWREOELZEREREL BRI EEDIC. Th
SOMEROMEIBERINLZESICIE. REEL2HELT.
HmAICEBEL, FIET 22 @Y AAEBEIT> 2 L. [5.1.
8.1, 8.3, 8.4, 9.1.3-9.1.6. 15.1.1 B&]

8.3 HZHWTOBBRAZM <z, BRIMERFERD 5N 5 H
FIF T 2BEICE, 1E2OA5HEZRNRBICEED S
Z &, [5.1. 81, 82, 84, 9.1.3. 9.1.4, 15.1.1 &Hg]

8.4 FFEFICHRZELHRER., HE, WBE. ZHEESED
TEHOE R OERBERE(LA D S5bNS Y A T7HIZO>VT+
FHAZITO, B & BEICHEKZMOES LOBET L L,
[5.1. 8.1-8.3, 9.1.3-9.1.6, 15.1.1 £&]

85 RZ. DEVWESHEDLNEZENDHHDT. KEIKSEFD
BEICIE. BEHEOEREERZ M B2 RET 2B+
STERsSERZ L,

8.6 &5k (Z2ROFIE) 1T&D ., R, #EIR, EE, 2Ht
HFEWV, EERE, HRELXVCEBLESHODNSZEPHESH
TWwW3, 52419 5845101, BRODIEZEIT, BED
REZBRE LGP SBRLXICHET S &,

8.7 KR EIZLIVQTEENASLNTWVWAS I LA 5, DIMLER
BEZHTHBEICH LT REIORS ZEET S R1I0MM
BROREBICERZIAS> 2 &, (2.4, 7.2, 9.1.1, 11.14 =
]



9. BENBERZFIDIEEICHT I IR

9.1 BHIE - IEEEDH D ES

9.1.1 QTERZRCTIURIDHIEE
[7.2. 87, 10.2, 11.1.4 ZI&]

(1) EBRABRIREDTEIRN (& Z DEHEEDH S EE
(2) S5-MEDFREDEE
(3) EAY D LMEDEE

9.1.2 CYP2C190;EMENEIGHICRIBEL TR EE
[7.2, 16.1.1. 16.1.2, 16.5, 16.6.4 Z&]

9.1.3 BRZEXTEREHDBREDHZEE. BRIEBDHD
82
HEaE., BRER»PHo5bNbHZEPH 5. [5.1. 8.1-8.4.
9.1.4. 15.1.1 &ME]

9.1.4 &S5 DfREE
iz, HRERDPHO5DLbNEIENDH S,
9.1.3. 15.1.1 ]

9.1.5 RDBEMEEN FHRSKAEDREHADNH 2 EE
TEHGERPEET 522D 5, (8.2, 8.4, 9.1.6 Zf#]

9.1.6 EEIMENBMHEEEZE I HEE
BHERVEET S EDDH D, [8.2. 8.4, 9.1.5 HIH]

9.1.7 ThHAZEDEEHRER G INSDEEEDNHZEE
RERERZRITEN DS, [11.1.1 BHE]

9.1.8 HMNBEREZSH D ERIZHAL TV ES. HIER
XIFHMERE DS B EE
HIMERAERT 2 B8ZNAH 5. [10.2 ]

*xx9.1.9 FHEBARAEOEE
RELFEZELI L, EERPBEILT 2B8ZNW D H 5,

9.2 BikrEEESEE

9.2.1 SEDEREEEDNH2EE
AEIOZ VTS ANERL, MPBRENLRET2BZ1H1H
%, [16.6.1 2]

9.3 fFigEEEEEE
KEDOTZ VTSIV APETRL, MPEEN ERTLH2BZNDDH
%, [7.2, 16.6.2 2]

9.5 HiF
R AIIEIR L T W A ATEEM 0 & 5 2otk icid, iGE Lo BT
Makgte % BES EHMESNEBEICOABET BT &,

9.5.1 AEEAEFEWEHE (Sv M) KBV, BEBEEZEBX
HEVBEICLVREEE (KERD. BLEBE) RCHER
DFRTCROBMPBRD 5Nz, BB, BWERE (Sv b)) ITB
WT. EHEERERED SN TV,

952 KHIDFT L IMAKTH BTy 07T LOENHFEERERER
(v b)) IZBVWT, DMERORE ZET HRBEOBEMH
BoonlA, BREICBWTRREO NG P o7,

9.5.3 HIRAHICAHIDH 5 I3 DSSRI. SNRIZ#H 5G5S N7zt
W oHAELLHERICBWT, ARBBOEE. MR,
BEXREZVEL TS, BEEREFESOERYS HEBERICH
bz OMENSH B, BWERARE LTIX, FIEEE, 77
J =¥, MM, FiE. ABERESIREE. HImEE. B, K
WEAE. FESRIETN. MERIUE. KETTE. R, <o &,
SR, RO EMRE SN TWVn5,

9.5.4 N DOEZRAEICBVWT, HRTICAFHOS L IKTH S
a5 LEELMOSSRIZHS SN IE@EH» 6 HAE U #
ERICBOWT, HAERBEEMESMEEDOY 27 P ENL: &
DHENRH B2, 20D B1IO>OFBETIEL. FIEISELIFEICAE
FNLHERICB O 2FERBEEMNELEERED Y 27T
3. HIREHOKRETIE2.4 (95%EHEXE1.2-4.3) . FIREH
BB ORETIE3.6 (95%BEHHXM1.2-8.3) TH - 722,

9.6 {E7LIR
BELOAERERUCRBIFRBEOEREZEE L. AKX
I E BT &, & FREARARITIT S ZERES
TWb,

9.7 INR

9.7.1 NREZNG & LI BNEROREMEZBE L UK
BRIZFEM LTV,

9.7.2 BN TEREI N6~ 17RO K> DRERE (DSM-IVIZ
BUIANHE) BEENRELET I RNBOEKRERICE WL
Ty 6~ 11BORETENENSTERTE LD Iz L OHREN H
%3, [5.2 ]

[5.1. 8.1-8.4.

9.8 SEE
FHEICEELT, BFORBZBRLAYS, HEICKRETS
Z &, EfETOENHERBR T, ITRENEVHEEASFED

5RTWV5. [7.2,
10. #BE{EMA

16.6.3 ]

AFNZFEICCYP2CI9TR# E N, CYP2DO6KUCYP3A4% 4R

IS5 LTV,
10.1 HEZR (#HA

[16.4.1 ZH]
LiaW\WT &)

A nE

R - HEE T

W - R

/7 IVBILEESR
(MAO) MHZEHAI
L) ViEERE

*

o N EREEAH S D
nNsZEhMdH5. MAOME
ERIERGHH DV IERE

Rl s ) =)L ¥
AHEESN. MA
o h=VEES

I7¢— FIEBRI4HBUAOBEIC | BEsLE16N
THFYUAVLVE | BREE LAV E, 20| %
b RAEH 55 I MAO M EH
Y AZA HRE5T 5551013, 14H
Y74 FIRAVIL | B EORMER2 ST 5 C
e ko
I074F
(2.2, 11.1.3 ]
YEI R KEDSLIhTHHYY | BFIIAHTH
*—=5v7 O7SLEEEYREDH| %,
(2.3, 11.1.4, 1672 | Atk D, QTEREFSHKB
ZHE] Lz EDWMENH 5o
10.2 HEEFER (HAISEETZ L)

EH%E BRRAEIR - 5B 1% W - fEEE T

o b= R to b= ViERESEOY O | AFliZto b=
MU T URER | FZUERICK AEERA D | BELD A AHEE

AT NI TE | 6bNETEN DB, CN|HEET S0,

NTE & SOEYEHRTHEICIE | HHICKD., ko
ERto N VE | BRE IO 28, M= U ER AR
B0 A& BREA] THIENDH S,
Yo b= UHIEEE

(L-bU T b7 7

V) BEHMAINEE

mE

b F < F—UIEERE

DEVURN

RERY F 7 L

I FrFYY

7 (St. John's

Wort, £ b -

Ja—vX -

N EEER F
[11.1.3 BH]
AFNFA LG AFNVFAZZ)
{ewkfE (51> LIEALHKAI 1
TL—) MAOHEER %
[11.1.3 &lH] B A0, ko

k= ER AR
Ehb,

ZBRRHS OF
43753 VIERE
VAT INWA N -1/
5
JIVNYTFY U
BiE %

Tz )FT VYRR

TR

Y 2R Ry

JFu7 ) VR

Rl
NnaRy F—i

FIAEEIRA
7 UhA = FERIE
TunN7 ) UIERE
15

[16.7.1 Z&]

IS QIR O MR E A
tRITE2BEAFDHHD
T IhHOHEFZRET
L EEFETAHI L.

PN el (YO
AlOR#BERTDH
5CYP2D6% HE
FTHIEILEBE
EZz26N5,




HH|4% BRRAEIR - 5B % W - fEREET
B A ANFOou—LoMfEE | AFIBIIS D%
XN Fua—)VilifG | B ERTEBZENNH L0 | AOREERTH
fii3ic) T, A M Fou—LiFEE | 5CYP2D6%HE
[16.7.1 B8] THREFETLHIL, THZEICEBE

EAbN5,

VAFV Y AEOMPBEDS LRT S| ¥ AF YV HARA
[16.7.1 B8] BENDH DT, K% | ORMERZHE

11.2 ZDfthDEIER

HETHAREFRT A | THI&ICLBE

E, EZ216N5,
FRAT5V =) N OEHIHA
SIS =) HoOR#BEETDH
Fruvy U HBE %CYP2C19%H
[16.7.1 ] EFHIEILED
LEZH6N5,

KEDS Y IhTHHYY | BFIIAHTH
OFSLETLT7IVE| B,

OHRICED, TILT7 7Y
vo7abure s
BEER (5%) Lizk
DW|EN D 2.

KEO®EGERED LI
kT 55413, Faobo
VEUVRMEEEEICES

TNT7IrH) T A
[16.7.2 H&]

-5,
M@ AR 25 | HIMERMAHERT 5 2 &4 | SSRIOFEICED
Al H%. iR SR RE A3 R
FETERIGUARE FRE A EXNh, ThHD
T )FTIVRNM HA L OHHIC X
T wEA V) HH I 17 75 3 5
ZBRRHD O] THZEDDH 5B,

TAEY VEDIEA
T4 RRFRIEA
ILVTFIYAIY

h %
[9.1.8 BH]
Fa—)L (BIE) ARFNRF LB 28 5 | DBt > DA T
ZENEF L, HOBE@EPImE S
nTwnb,

QTERZEITIE | QTERZEIIBEND | HAHICK D QTE

NHOENTVHEH] | Hb. =S Ehar N D]
[9.1.1. 11.1.4 & Hiwds2Brhd
i) H%o

11. BIfEE
ROBWERD S 5bNBHZ ENHBDT. BEZTFITITO.
REPROONTHEICEHRELHIET 74 E#EY) 2 08B 21T
ST &,

11.1 EXZENER

11.1.1 =€ (0.1%)

[9.1.7 B8]

11.1.2 FARTIVE Y TES D WMEIREE (SIADH) (SHEARH)
&~ YUY AMGE. BF. B NoRI, EEEE. SR, L
B, KM% R D FURIR AL 2R G 5 WE R B
(SIADH) " 6bh B EDHEHDT. BENZD SN
BEIc3REERIE L, KEROBIREEL) 208 %2175 2
Lo

11.1.3 EO M VAEREE GEEARH)

Rz, #lg, BE, B, I4A70-X 2, BE&Eovo b=
VMBS DS DbNASZENH B, tu b= MEAEEDOHH
BRCHIT NS EL 25720, KICEBT 2L, BE
DR ENLHEIEHREEFILL, KFHREFOLGER L
EHITHEY R MEEITS T & [2.2. 10.1. 10.2 ]

11.1.4 QTEER (BHEARH). {DZESEHE (torsades de pointes
Z20) (FEEARH)

[2.3. 2.4, 7.2, 87, 9.1.1. 10.1. 10.2 ]
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B, BHRK.
FRAE
13. BE#S
13.1 fiEIR

T BW T, RFI1000mg % i 2 2 BEHRSI/RES T
5, Fiz. A2 BEERG LIZBHICBLT, FEEHIPHEINT
HESNTWD, FWERE LT, PREREEE (DFV. &
BEL R%, MR, BB, Lo b UEREE, R S, B

kg (B -

MERESE) . DMERE (KME. SR, QT

. NEIRK) . BREROKINT > ZRE (EHY 7 LIMEE.
BT b YD AME) EFRESN TS,

13.2 08

RENZEEAIA SN TVRV,

14. BRALOER
14.1 ZEZFIZMBOES

PTPHEZEDEAIPTPY — F 25D H L TIRAY 2 £ S 1EE
9§52 &, PTPY— FOBEMRICE D BOHAIRA EERGEA
FAU. BICIIERfLz B 2 U CHERIA RS O E R 72 G HHE Z 6
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15. ZDHDER

15.1 ERERERICE DK ER

15.1.1 BN TEBS NI KS OREBESORMWRE2ET 5 H
BEWNRE Uiz, BRI ZETLEBOH S DHIOEH 7 Z £ A %t
MAEERRBOMETERICB LT, 24U ToBRETIR. A%
LEPLEREROREROY X7 DH > DHRSHT ST v AR
EHEBLTE Mo, BB, 25U LOBZEICEI2EHERS
EBYEHRERORREOY 270 FRIIZED SN T, 65 E
IZBWTWEZDY A7 EAd L7, [5.1. 8.1-8.4, 9.1.3.
9.1.4 &g]

15.1.2 EIZ50 DL E 2 RHRICE S BN OBRZHREICB L
T, BRGt O b= UEIRDAAEER R OCZRRH S O %
GO ORI EREGSNIZBET, BITOYRIPLER L&
DOHENH 5.

15.1.3 s cEBS N BRRBICB W T, AFl2 &R RN
O b= HERDAAKHERAE RS2 Eb S, HRICE
Br 52 AUEEESRESNTWVS,

15.2 JEERAREAER ICE D < 1&ER

15.2.1 5 v M RERSHEEHRBRICB VT, AFlRG%IC, DEE
(IDFRICED S S MEDLAE) ICXBEEFRD SN T
%o DBEERAFDOCrnalRELTHBTSHBDEEZ SN,
HBEOBMMEICBI 55y RO NEBEOTEITHSME L H#
BINTW5,

15.2.2 5 v N REZRSHEERBRICBWT, ARKRS%ZIC, . &
B EARORIRICY VIREEICEE T 2R CLEEMICEED 5
NAMEERIR~ 7 a7 » — Y OEE R OO 2 L) 7E8
HHEN, INSDOFFRIZE MIBUI2BEEXI D LEVEEZEE
FORDESNT, KEICKD, ) UAFEREICRIE T PR IZE
Bz,

16. EYIENRE

16.1 MEE

16.1.1 HERES
R A (CYP2CI9®DPM (Poor Metabolizer) & UEM
(Extensive Metabolizer) &6f) (Z#if R TAAISmg. 10mg.
20mg% BEEO#R S L7z, CYP2C19EMEETI3#:54%3.8~ 4.3/
THREIMFEPERE (Cnax) 1EL. HEKEEH (o) 1324.6~27.7
BETH . Cra OMAREE-RERHRE FEE (AUC) 3581
EIFHAF LT L 72 CYP2C19PMEEIC B 1 % B 45 i s 5|
FEREE % O CraxlZCYP2C19EMEF & FITEE CTH - 7205, AUCK D
t1/2l3CYP2CI19EMBEDRKI2IETH 5 72, [7.2. 9.1.2, 16.6.4 &
1]

— M —: CYP2C19EM 5mg

S —O—: GYP2G19PM 5mg
£ 20 — A —: CYP2C19EM 10mg
2 —A—: CYP2C19PM 10mg
" —@—: CYP2CI9EM 20mg
a —O—: CYP2C19PM 20mg
H

% 10

g

0 24 48 72 96 120 144 168
Fe 5 %85 (hr)
BRI GROEYHE/NT X -5

CYP2C19 Fitde o Crnax tmax AUCo- ti2
BETFEED | (mg) | (ng/mL) (hr) (ng - hr/mL) (hr)

5 57+0.8 | 3.8+1.3 183+70 24.6+£9.9

EM 10 10.8x£2.1 | 3.8+04 418+153 27.7£7.5

20 23.0+43 | 4314 807+282 27.4+7.2

5 55+0.6 | 4215 384+109 55.8+16.4

PM 10 129+23 | 48%1.8 885+384 51.2+16.9

20 24747 | 52£1.8 1595+356 55.3£8.7

(Mean=£S.D.,n=6)
#1) EM: CYP2CI9*1/*1, CYP2CI9*1/*2, CYP2C19*1/*3
PM : CYP2C19*2/%2, CYP2C19*2/*3, CYP2CI19*3/*3

16.1.2 RiExS
R A (CYP2C19DPMBEUEMESHI) 12AFI10mg# 1 H1E21
HEREZE D5 L7-. CYP2CI9EM#EE, CYP2C19PMEEDOW T h
WKBWTHMBHBEBEIBESHBICEVERLZICER L,
CYP2CI9EME T35 15HHE Tic. CYP2CI19PMEETIIHRE
19HBE E CITIZITEFIRREICE L. CYP2CI9PME D21 HEIRIE
BEHBICBIT HCnaxs AUCK U120 WIS, CYP2C19EMEE &
HE L TREEETH - 729, (7.2, 9.1.2. 16.6.4 BJH]
RERSEOHEMBRE/ST X -5 (B521HH)

CYP2C19 Crax tmax AUCo-24 ti2

BT TR (ng/mL) (hr) (ng + hr/mL) (hr)
EM 26.8+6.1 3.0+1.0 506+132 37.7£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 : CYP2CI19%1/%1, CYP2C19%1/%2, CYP2C19%1/*3
PM : CYP2C19%2/%2, CYP2C19%2/*3, CYP2C19*3/*3

16.2 ORUN

16.2.1 BEDHE
R (1761) 1M NSRRI BEEUE ICAHI20mg % Bifh]
BIOREG L7z E %, Cnax R OCAUCIR R CREHENEEZ IR
5T, BEOMEIRO NN -725) WEAT—%),

16.2.2 EZEHFIAER
AHDT X IMETH 2y 07T L40mg % R 1206012 B n4%
%5 L7z & & OEMENFIARIZ79.5%TH - 720 (SHEAT—
7)o

16.3 9

16.3.1 HHsHE
A (CYP2C19DPMK U'EM#&6M) 1CA#I5mg. 10mg.
20mg % BEfRO#KE Lz &L EO AT OSFHEER (Vz/F) 13872
~1053LCdH - 724,

16.3.2 MPEAREEE
b Mg T AY ¥ u ST L (20~100ng/mL) ZHRINL: & &,
MeEt LIRS 1 2 MEEAKARIIIZIE-ETHD. 20
EHHEIZ55.4%TH - 727 (in vitro« SHEANT—%).

16.4 {8

16.4.1 T2 %075 LIZEICCYP2CLI9IZ & D F X F ALK E
SN, Foo TAFIUEEAORBHTIZ. CYP2D6RU'CYP3A4
PEET 5, TAFIULEIZCYP2D6IC K Y ¥ F A FIALEAR
#Hahad, £z, TAYIT ST LO—EIZCYP2D6d % W IEE
IJ7IVEAFIVHF—FUHRICT LT FBRILBERICKVEBLSh
N-FF9 4 FiEH20IE7Ta s VBAICRB SN 3 2 EPRE
ENTVABL0, T2y ya7FI A3, HETIhSREMICEHR
ENtg. T0FEFE, HHVIEZILVrorBiAke UTRPICHE
tshzseEz6N5D, [10. BHE]

16.4.2 fEBERNICAKE % BiE H 5 WIERER RS Lz & & DCnax
BRUOAUCIE, TAYZ a7 I L, FAFIULE, TF 2 FIULEE
DIBICE P o720 Floy VT AFIMUEDORFHERIEZ, T2V %
O7 50525 0IET A F ALK HE L TEDP > 729,

16.5 HEtt
BERERLA (CYP2C19DPME U EM#E6/) (ZAHI5mg. 10mg.
20mgE BMEHEO G Lz & &, #5%168kHKBE TOIRT Y
75 LD RBHEERIZ, CYP2CIIOEMBTIRHEED12.9~
13.2%. CYP2C19PMETI321.2~21.9%TH > 7o F7-. fEEE
BRA (CYP2C19DOPMKUEM#SHI) 1cAHK10mg# 1H1EI21H
FIRERORE L & &, BiKEREH24BME TR ¥ 0
75 LDORFBHMRIZ, CYP2CIIEMBETCIRIBEED17.4%.
CYP2C19PMEETIZ30.7%TH - 724, [7.2, 9.1.2, 16.6.4 &
]

16.6 HEDERZRITDEE

16.6.1 BikgelESEE
AADTEIMETH B Y075 L20mgZ BHENET CGRBE
888 : 10~53mL/min) LzBE7HICHEEROKS L&,
fERRAA & B L Tt 213 135 ER L. AUC (58 THIIE)
X124 LR U772 Chnax (EEETHIE) . tmaxXU'Vz/Fi
FIEEEETH 1212 GHEAT—%). [9.2.1 2]



16.6.2 FFikREREBE
ARAI20mg 2 8% ~ F% R (Child-PughEDOAIIB) DRFHEEE
BETRESHICHENEHREG L& &, FREREDEEICSLT
AUCH ER L., BE, PEEOFBERTNESZICBIT5AUCKH,
BERERADZNZN1.37/E. 1.611ETH 7213 HEAT—%).

[7.2. 9.3 =]

16.6.3 Siin&
ARENO0mg. 20mgKk UF30mgHd) A THEEOKS L& &0
=g (1461, 65~73m%) IZBT 5 CmaxlIIEERE (1561, 19
~358%) EREEETH > AUCK UL 23S #E & il L
TENZTNL.29~1.35(5, 1.48~1.53fFLAHLIVIFEE L
7214, /o, AANOmgZE IHIERI HERERO®RG LizL&D
EfnE (181, 64~80m) ICBIFBLTATH 075 LDChaxkt
AUCIK. JEEmmE (1861, 23~35) OZFNZE11.344%. 1.50
I ER LY WEAT—%). [7.2. 9.8 ]

16.6.4 EYHLHBEROEEMETNICIELTVSE
(1) CYP2C19
[7.2. 9.1.2, 16.1.1. 16.1.2, 16.5 &Ig]
(2) CYP2D6
KA ZBERANCEORSD 5 VIEBHRAZSESED L&,
CYP2D6PMIZ BT % Crnax X AUCIE. 8%+ 161 TCYP2D6EM
KB 2MEOENZTNL2ERPLIMBTH - 724, O7HITIX
CYP2D6EM & EIfEETH - 72160 (BHEAT—% ).

#3) AEOAZRHELRVOCHRIX. 1H1E20mgE TORORETH 5,

16.7 EEEER

16.7.1 A=AV TR DRRE
(1) AATFSY—=)
A (1661) 124 X 75V —)30mg# 1 H 1E6HEKERO
5 L. SHEICAHI20mg % HHZEOHRSG Uiz & &, KHlDCnax
ICIEEEBIERO 5N 72h, AUCHLSIEIC EF LD (4
EAT—%). [10.2 ]
(2) IXFIY
TR A (1661) 12> XF Y >400mg# 1 H2[E5H R RER RS
L. 4HHIZAKAI20mgz HRZEO#R S Uiz & &, ARADCrnaxlZid
HEBIRDONEDP -0 AUCHL.72MEIC ER LAY (SHEA
F—%). [10.2 ]
3) X~ZOO-v
R (1561) ICAR = REREO#RS (10mg/H% LERK, 5%
fi&20mg/HA3HEM) L. ®B#&k5H (28H) XA M Faa—L
100mgz AFEAKRG L& &, A MO0 u— L OChax X UAUC
BENZNLTS5E, 22768 EF LT EAT—%). [10.2
]
4 FVFSzY
fERRRA (2061) ICAR % RERO#S (10mg/HZ 1AM, 5%
HiE20mg/H#Z3HEM) L. mK#FEE5H (28H) K7y Fo3 v
50mg (ENRZEHIE) 2HAKOKS L& TYFI3I00
Cnax X OCAUCHZNZN1A41E5, 2.07RIC EF LAY UHEA
T—%). [10.2 ZH]
(5) UKFEIL
fERERLA (18f) 1AAI20mg& U k FEIL600mg % fiFEO#% 5
L& &, REKCY M FELVOENFHRRICEEIRD S NP>
7217 (SNEAT—%),

16.7.2 FBDSEZHTHZYIO0TFS L (BAKRFES) ZRALES
BROBE
(1) LiRxzOvy>
R A (86l) 1<% 1a 75 L40mg# 1 H 110 H B KERO#
5L, 7THERVARA 0w Y 50mgZz fAEOKRS Lz s &, &
FaFSLRPLRRATOT Y OEMEEICHEIRO 5N %
o7 (AEAT—%),
(2) NUFPVYS LA
RERA (1761) vy urI L2 RERO#RS (20mg/H%27H
M. 5l&#i&40mg/HAZ23HM) L. B&&ES5H (30H) iIchY
7V I L025mgEMRAROKG L&, Yy uSILRT MY
TSI LAOEYFHEIHEBIRD 5N G721 (HEAT—%),
(3) HILNTEEY
R A (1201) IcH AT 2 REROKRS (100mg2 2[E
/B#3HM, 314 %200mg % 2[E/H% 38R, 400mg/H%29H
) L. 22HE XY #1075 2440mg# 1 H1[E14HBREHAR
OfEL7zEE. AUNTEE Y OEYBHRBICHEITDONZ
o7 (EAT—%),
4) EEYR
R A (2661) 12> ¥ a 75 240mgz 1 H1E11HEREROH

B, ®#&EE5H (11H) IK¥EY FM2mgz2 ABOKE Lz &
X, CEY FOEMHRBICHEBIIEZD SNAD o7z, —F. FHRR
DQTCFEEY FBIE SR & KNERICERE L7z (QTcHR—2
FAUHEDELR 9.6~ 14.1msec, MG 1~
2.3msec) 7 (BEAT—%). [2.3. 10.1 ZE]

(5) ybaFVY-IL

A (1761) 15 uFFL40mgkVr ba+y—IL (O
ANIEANAFET) 200mgz fHRRO#REG Lz &, >y u S50
EHRRICEBRIRD SN >Tz. T2y b aF YV — LB
BREEIAR, 7 b I F YV = DtmaxlEBIE (PFFRE2.4R5R, Bk
S5E1.9F/) Uy Chnax0.79ZI2E R L72A. AUCK Uty 203 H
BETH-71217 HEAT—%),

6) 9ILT7UY

fEERA (1261) 12> u 75 440mgz 1 H1E21 B RER O
5L, 15SHEICTLT 7 Y > 25mga PHREORE Lt &, 57
V77V YROR-TVT 7)) > OEYEREICEEIZD 5N h >
2o £7-. SHAHBO O bO Y EVEROBRRE (Rnax) KOO
b ey BB AR R (AUCPT) &7V 7 U > B
BROCHANERICHEM L -2 Z OBEMOBE IZEE TH > 72 (Rmax
K OAUCer : ftHRKE26.7sec K U3260sec - hr, B 5 H
25.1seck 1'3098sec - hr) 17 (SEAF—%), [10.2 2]

(7) 3%V

A (1161) 12> a5 4L40mg# 1 H1EI29H B KERO#
U, 22HHICYIF Y v ImgEItAZOKRE L&, vyu”
SLROYTFR Y OEYFBIHEIRD oSN o721 (SHE
ANT—=%),

8) UFI L

BERA (861) 1234075 A40mg# | H LE 10 H RO
5L, 3HE»S57HEHZETY F7A430mmol#% 1 H 1[E]5H f# R E H#
FAROREL-EE, YU FLRVY F7LDOEYEREICK
B e o717 HEAT—%),

17. BRPRRLR
17.1 BAERURESMICEI T S5

(5327 « SDIKER)

17.1.1 RS MAEEER

ROORUEBEBZEEZRIRE LT, Al (TAYYBTTLELT
1H10mg¥i220mg). 75t AR Xid 0%t F > HEEKAY
(SEFtF & LTIH20~40mg) 23BEMBE LR, £
ZEVfizE H T % % Montgomery Asberg Depression Rating
Scale (MADRS) AEtROZ(LBIEITROLBY THY . KA
(10mgK O20mgH&aEt) O 7 I RITkT 2EBE RSN
BEHROERBZPORIERAEISEE L, 2225875 410mg
58 T63.3% (76/120f). TRAY ¥ 07T L20mgk 58T
75.6% (90/1196) TH -7z, F2BUEAIZ. 10mgHk5H Tl
AR 15.0% (18/120%1). B 13.3% (16/12041). F&EMHED %
119.2% (11/12061), 20mgH 58 TIAEK20.2% (24/1194) .
BED21.0% (25/11961), Z&HEHE110.1% (12/11961) T
Ho718),
MADRS&EHERUNR=2F A »ir5DE{LE

MADRS -
Bt AR
woE | M Re254 | FoCRBEOMEEE
ROl Wi Y50 PEE3)
S4> | s :
BIERS | oswmmxm | P
e 20 | 183 | -107
TIERR 14 oo | e100 | 295
294 | 156 | -137 30 ‘
1£4)
10mgh¥ 11201 o8 | +110 | 100 (54, 05 |00
& 298 | 162 | -136 27 N
g | 20meBt | 190 o0 | 1100 | +ss (50, -041 |02
296 | 159 | -137 28 ‘
N E4)
raB 2390 159 | £105 | <94 (49, 08 |0006
298 | 156 | -142 32 ‘
o N 1:4)
sarerp 121 | 0| D0 A 5o 05 |00

#1) Mean=S.D.
¥2) BERERT. N—2514 Y OMADRSARTE 2 HERE L8

ot

E3) F/h = PafE
F4) AEEDH D (p<0.05)



17.1.2 BEASE NERER SR

KODREREBREZNRELT, A (TAVYaT5LELT
1H10mgXi%20mg) Z=HmAS2EME G LI-FER. 528 E TEW
HITMERsN .

BIRH R OBRBEHORERRESE X, T2A2Y07F410mg
XIF20mg# 58 T1280.4% (74/92f) TdH -7z, E=EIEM
X, EAR30.4% (28/92f) . HEiD23.9% (22/92f1). FHFE19.6%

(187926, 1Z&MEDH F\115.2% (14/92) TH -7219,
MADRSEEHERVOR—ZATA V5 DE{LE

Bl % MADRS#7 ) AL &)
N=AFA Y 92 31.3%£5.5
Pl 87 15.0+9.3 -16.5£8.5
2481 79 10.8+9.1 -20.3£8.6
52k 66 8.0+7.4 -23.0£7.6

##5) Mean=S.D.

17.1.3 BAE I ESEHhERR SR
BEHROKRS OIREREREZWNRELT. A4l (TR F¥aTI L
ELTIHIOmMgX320mg) %H\AS2EMBE L7-#ER, 528 %
THEUWEIIMER SN,
BREROBRBZHORERAFEE X, T2 %075 410mg
XIF20mg# 58 TI1E81.8% (18/22f) Td->7-. FEIEM
. 98, EIREROEDLZ22.7% (5/2261) TH - 7220,

MADRSEEHEROR—ZT 1 »H 50L&

AT LilE:e MADRS& 7t giiE0) (L EES)
N=AFA Y 22 31.4+8.6
B3 RE 19 17.1+£9.9 -13.7£9.0
2458 RE 14 11.5%£8.5 -18.6%7.6
528 kF 13 74+6.4 -23.3%£6.6
#6) Mean=S.D.
(HETRES)

17.1.4 A MABEAER

HEARRBERBEEZWNRELT, K (ZR¥¥ur50ELTI
H10mgRi320mg) Y75+ 4K %1 ERHEE U5, EEaT
ffisEH T % Liebowitz Social Anxiety Scale-] (LSAS-J) &t
MOEBRIIRROLEBYTH o7,

B ROBRBEAORERRFEE X, T X207 F410mg
5 T51.5% (102/1986l). =AY %075 L20mgk58#T
57.5% (111/19301) TH -7z, F2BIWEMIZ. 10mghf TIXHER
18.7% (37/198%1). FEi14.6% (29/198%1). 20mgH 5 TIE
EER22.3% (43/193%1). BEi17.6% (34/193%1) TH - 720,

LSASJ&EFERUONR—25 1 > h 5 DZE{tE (LOCF)

LSAS- .
aita R
B8 flg | RN=Z254 75t REEE DX
A B e [ e
S4> | 120 g '
ZIER | (oswsxm | PR
- 953 | 722 231
TIERR |19 155 | 1274 | 2214
945 | 676 | -269 39
| 10MEH 198 | go | 400 | +233 [-8.3, 0.6] 0.089
Al 934 | 607 -326 9.8 .
. . . . _iE10)
20meBt | 193 | 176 | +280 | 256 | [145, -52]

#7) Mean=£S.D.
¥8) BEHART, N—2F 4 »OLSAS- A HE TR & LizHaE
7T
9) BN RTHE
H10) T ARBICHT 2 AF0mgBEO BB RSNIGAICRD .
75 RBHINT B AB20mgBE O BRI 2 RE T 25 ETH - -
7= BEIMTbN -7,
17.1.5 BNE NERRSHER
HAERGREBREZWNRELT, AFl (T2 YuSF5L6&LTI
H10mgX1320mg) #/HAS2EMISE LiziER, 52H E caME
ISR s N,
BIRHROBRBEHORERRESEE X, TA2Y07F410mg
R1F20mgi 58 T1360.1% (95/158fl) TH 7. BEHDE
REWER X, EIR24.7% (39/158%1). HEin19.0% (30/1584l)
THolz. BBZHICBVTHEARN 0% LORERIZEED 5
Nz o722,

LSAS-JEFHERUNR—RAF A »H 5 DE(LE

Bl ] % LSAS-J& 3t il Z{LEED
N=AFA Y 158 95.3%+19.5
1 2:EKF 141 69.0£25.1 -26.6+21.5
248k 138 59.9+28.7 -35.6+27.2
S52:E R 126 49.9+28.0 -44.8+28.8
#11) Mean=S.D.
17.3 Z0fth

17.3.1 QTERICH T 2 HE
BEBRALL7HZNRE L 7SR B EE R R B
(Thorough QT#ER) I2BWVWT. QTCFOR—=ZF A > 5DE
& (77 LRM@IE) & AFILH1Omg 5BV T4.3msec, 1
H30mg#H 512 2B\ T10.7msecTH - 7223 (NEATFT—%).
QTCFOR=ZF A »irbDOELR (751 RHHIE)

A QTCcF (90%({F#X ) (msec)
IZAYFu7IL 10mg/H 4.3 (2.2, 6.4)
IAYHU7T L 30mg/HER 10.7 (8.6, 12.8)
EFT70F¥ T 400mg/H 9.2 (7.7, 10.7)

F12) AROAZEAEXR AR, 1HIER20mgE COROBREGTH S,

18. EZHEIE

18.1 1ERKRF
IZAIZUTFSLAEERN 2T =2 (5-HT) BV AAHE
ERZR L. WATOMAASNS-HTHEE 2 #HENIc ERSE5 2 &
I DS5-HTHfERZRE(L LTS DEl 2 RS &EAH5N5,

18.2 ;15 D1EH

18.2.1 =7 Ak aERIC 3 W\ THEB) R 2 5 L 722425,

18.2.2 v MEMBHMA ML AEFTLICBWT, A ML AAERICKD
WA U7z a BABEE 2 2 b L AFEA RS & R ICE1E &
H7-26.27)

18.2.3 5y MHEAMA ML AEFLICBWVWT, BET Y FOBEBAT Y
MRS 28 T8 2 B S TIED S8, BICRERS T3
n&Eg7-28,

18.3 O M= VEHWAHBEER

18.3.1 v M7 vV —aZBWizin vitro EEICBWTS5-HT
HDAAHZHEL (50%MHIEEIZ2.Inmol/L). in vivo lZBW\»
TH 5 v MEBEREDOMAESNS-HTH#EE 2 _EF S 47-2930),

1832 bE/ T IV I I VAR—FFHEMEIIBVWT, TAY ¥ U
TS5 LD5-HT b5 ¥ AR—=ZII0T 22 (EEBEMEEHRD
HR) B/ L7 RLFIY YRS UAR—FIRVPENIV TV
R—FEHBLTELX7I00f5 KX U24000f5CTdH - 7230 (in
Vitro ).

18.3.3 MAS-HTHREROIIFLIC K D ER SN 5~ 7 ZADITHZEL
IR LA, JUVT LU VR RO RS U HiEROMRTE
LIC K DERSNBITEELICITEHE S RITS I 5 712293233)

18.3.4 b M RUOBREEMHROZEE, A AV F ¥ HANVKT T VA
R—% (GH4488H) 2HVWERICBLWT, TAYyu T4
BRET o1 RBERICNT 2EAESRD SNz H,. ook
MRBECEEVEOZAMEBIIN L TCEEALEAEZ RS D>
722534) (in vitro).

19. BXAS ICRET BIBERHAR
—MEHE : TRV a ST LY 2T EE (Escitalopram
Oxalate)

&t % 4 :(15)-1-[3-(Dimethylamino)propyl]-1-(4-
fluorophenyl)-1,3-dihydroisobenzofuran-5-
carbonitrile monooxalate

X C20H21FN20 + C2H204
7 F 841443
R AB~KEEOMETH D, A¥ ) —LICBIFRTL,
KFEOLY ) —)b (95) IZRRETFITL W,

CN

*H02C-CO02H




21

. AR

B 27 EHEEZRED £ BMYNCERT 52 &,

22

. B

(L7970 10mg)

P

T P:288E (1488x2). 100%E (108X 10). 140%E (148EX
10). 500%% (10%Ex50)

AR 50088 (NF)
(L797O%E20mg)

P
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