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1) IR - RASF ORI X DR 52 &
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2. ERORDBBEICIFRELIFEWVNT &)

2.1 RH O Ui OB E O & 2 B H

22 E/ 73 VBLEEE (MAO) FIEH (L FY VIEEEE, 5
FEYRAIIVERE, Y74 F I FAVVEE) 2%50H 5
VI SRR I4H BN O B 1101, 11.1.3 ]

23 ¥V FE&%L5ToEH[101. 1114, 1672 BIH]

24 QTEE O H % B (o RMEQTIE R 5 #E 4%) [ = 4
(torsade de pointes% &ir), LEXQTHEDOBERER %
BT ENDHDH,][87. 1114 BH]

3. AR - ek
3.1 fAm
ot % ARG (15Er) @)
IAY YOS T A o
TAYYUTT NG| 2y BHE127Tmg | D ’4'/; Wi LV H— A
10mgl ¥ (xA¥ 507N EH'"*}’“’%‘ s AT
£ LC10mg) VAR—=RAFFD T A R
o — TTY YR TAT T A,
) - TAYIRT I Ay snxu—2, vsnm
T A ‘/5"‘:!7"71&? v '7?@1&25.534mg o400, FALF S v B
20mgl W5 ] (mAvyrarJ 4 [
L L T20mg)
3.2 BFIDMER
4512
5e 44 billbiA fich
* % i
xvro BB | D ==
77 s 74 v a| e | EEMm) | EES(mm) | E#(mg)
10mgl W - P
&l I=7 41 Ff% 100 33 128
T Pt 46 "
T -
ES 22 ;’]gj}%i; @“@ ﬂl oy ——
270;;3? Jann| Fifs | B8 mm) | EE (mm) | T (mg)
= =74 et 1 130
i Lo Wit 60 41 255
4. FhEE - ZHR
S5D¥F - DDIKEE, HBRAZEE
5. %8 - HRICEET DR
Ghget®
51 ) 2HOBEGICE Y, 24FEL TOBE T, BESE,. ARE

D) A7 A5 5 & OHEDD 5720, KRORGIIHzo
Tk, VA2 XA T4 v bEEETAHI L, [81-84, 9.1.3,
9.14, 151.1 =]

(SDf% - DDA

5.2 AR % 12 A0 DK 9 DR E R T 1R G-T BRI #EIE &2
HEIHRET A L, [972 SR]

(HBEARRES)

5.3 HARZEEDZWIE., DSMIE S0 L) 2 Wi JE i 1230 X
EEICERL, REZWMZTHAICORMEGTH T L,
7#)DSM : American Psychiatric Association CKEA# il E 24 4%)

?Diagnostic and Statistical Manual of Mental Disorders

(Rt B OZN - Hit~==2 7))

6. A& - B=E
WHE. WAIZZAY eSS4 8 LTl0mgw 1 HLEY &I
WO 53 5, B, Eil - AERIC X D BEERET 525, HiREIX
LER L EoORIE%Z & T, THREHEIZ20mg % B 2 2w
ZElkd 5,

7. BE - BEICEETHER

71 AHN O GRIIBER/NRE 25 X5, BHET L ICHEICHLE
Larokb35s2 L,

7.2 IFHERERE R E . BEE. BE0ICCYP2CI9D A KIE L
TW5DHZ EDHWI L TWw 5 E#H (Poor Metabolizer) Tl A#ID
MHPRER EA L. QTEREESORIEMZEIHL LT B E
HAH720, 10mgx FRETHIENLEFE L, 72, %58
LCIREZTORBELZERRCBISEL, HEIIKG T L,
[87. 9.1.1. 912, 93, 98, 11.14, 16.1.1, 16.1.2, 165, 16.6.2-
1664 ]

8. EEEARNIER

8.1 ) DIEREET 2 BEIMLSENDH Y. AREHOBZNN
HHOT, DL BTG HERINZ S Ik REER
T BB EEDIRE R IR EOELZEERCBRTLZ L,
[51. 8284, 913, 9.14, 1511 K]

8.2 ANZZ, Mk, B, X= v 7Rk AR, BRI, B &
Bk WEIVE, T Y YT /R AR, B, BRSS D S
bNDLIEPHREEINT VDS, T2 REBRIEIWL2TE R
A IS DIER - TR K L22ERIC B VT, B0 EL
NIFHBSE. AR, ETATRE SN TS, BHEOR
BROWMEOZL A EERIBIZET 2L LIS, TNHOERD
MESBEINGAIE, EREEZ RS, Re L.
ik 5% EEY 2 MEZT) 2, [51, 81, 83, 84, 9.1.3
9.16. 1511 %]

8.3 HEHMTOMBEMIHZE <720, HIRMENAED SN BB
W B840, 1RG0l HEE R/ hNRICE Lo b 2 L,
[51. 81. 82, 84, 91.3. 9.14, 151.1 Z&H&]

8.4 FIHICHMSERL HBR AN, WA, UM%, BllitkSEotr
B OZAL Jr OSEREIEAL S S b B Y A 7 2D W T4
247w, Rl & BmICEKZ TN A& EH)fRET L L,
[51. 81-83, 91.3916. 1511 ]

8.5 R&. HEVEENRHLDLNL I EDHDHDT, ARIEGHOHE
FHIZE ABH oSS G2 S B A e A B o
BXE5Hz k.

8.6 #t5-Hil (geskomil)Ic X ). AN, R, B, FEito
W, SR, ERLVOCELERD L DNDL Z LR S Tw
%o PG kT 21, ZROMIE BT, BEORES
B L RO AIHET AT L,

8.7 KA GIZE VQTERENASNT WS Z A5, LI Rk
EEHTHEHIRL T AFOFS % BG5S 0I0E R
DIRFEIIEZE 249 2 &0 [24. 72, 911, 1114 ZHE]

9. BEDERZEIDEEICHAT IR

9.1 BHE - BIEREEDHDEE

9.1.1 QTIERZECTURIDHDEE
[7.2. 87. 102, 11.14 ZH]
(1) EZBRIFRIREDAEIRZ (& ZDEFERED D 5 EE
(2) So2MEDAREDESE
3) EAVUD LIMEDESE

9.1.2 CYP2C19DiEMHNEGMICRIBL TV ESE
[72. 1611, 1612, 165, 1664 Z:H]

9.1.3 BRIENIERERDEEDSHDEE. BRIEDHDE
&
Hix2E, HREEMEHOLNDLIEDNH L, [5.1. 8.1-84.
914, 1511 &)

9.1.4 B3 DIREE
PG, ABERSH S DINL I ERH S, [51. 8184, 9.1.3.
15.1.1 =]

9.1.5 BDBENEEN FREXRFAEDRADSL HEE
FEMIEIRPEST 2 2 20D S, [82. 84, 916 ZIH]




9.1.6 EEMUHIBLVHEEEZEIDESE
FEMIEIRAES 5 2 2D 5, [82. 84, 915 ZR]

9.1.7 TAHAFDEEMRENIFCNSDEHEREDSH HEE
REIMER R T 0D 5, (1111 BH]

9.1.8 HMOEMREZEEHDERZHALTLDES, HMERX
(FEMMERE DS DEE
WM AR 2 BE DD 5. [102 K]

9.1.9 FIEBARNEDESE
IRIELAZREZ L, ERPTEALT 2BENDD 5,

9.2 BikHtEEERE

921 SEDBREEEDHDES
KHDZ )T Sy ADETF L, MPERENERTLBZNDDH
5o [166.1 ]

9.3 FFi&eEE=EEE
KHDOZ )T S ADETF L, M ERERERTLBZN0H
5o [72. 1662 ]

9.5 IR
T SO IER LTV A RO & 5 etk izid, B o B itEds
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kMR 22 8o & ML ABITT 2 2 LGS hTw
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HWEEhTWa,
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15.1.1 A CEBE S 72K ) ORtERESOfMREL FT 20
Haxtgl Lz, KHlZEGEEOI ) SH O/ 7 F 1 Rty
R RBROMEHERICB VT, 24U T OBRE TR, HERSESR
HBEX OO Y A 7 55509 2K GHTT IR L KL
TEMNo720 B, B EOBEICEIT 2 HESER Ak
DFBOY A7 O EFIFRDHNT, 65U LBV TIEZDY
A7 DA L7ze [51. 81-84. 9.1.3, 914 ]
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52 5 RS HE S Tw b,

15.2 FEBEARER ICE D < 155k

1521 5 v MEEGHERBRICB T, KAIFRGHIC, LFEE
(FHRIZHED ) S MIPELAR) IZ L AHERRD BN TW5,
LAEE I ARH DO Cmax IIRIE L THRBT D EZ 2 6N, 8
OBEICBI AT v PR e MEFZEOTEIIHSM LSS
TWh,

15.2.2 v MEHKGHEERBICB W T, REEGHIC M. S
B ORI v PR C BES A A CRB ICRRo H 1
LIKIRIE~ 7 v 7 7 — Y OEBE R OB O Z=14L) 25580 5
N, THHOFFRIZE MIBUF2BHRE L) VERER X )R
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16. EHpEpiE

16.1 MAGEE

16.1.1 BEEgS
e AN (CYP2C19DPM (Poor Metabolizer) 2 0" EM (Extensive
Metabolizer) #6f) IZ# L F T A2 ¥ 17 F A5mg. 10mg. 20mg#% Hi
MRS L 720 CYP2CI9EMMBE TIE#% 51 3.8~ 4.3 ] -C 5 5 M4 o i g
(Cmax) 123 Ly W20 (T1/2) 1324.6~27.7H: T3 b . Cmax % O
r R R W B AR R M A (AUC) i #5-I3IZp LTl 2.



CYP2C19PMAEIZ 51T 2 fiz i I AE TP R BE T I 1] )% O°Cmax 3 CYP2C19EM
BELRBEETH 57205 AUCK O TL21ZCYP2CIOEMEED#215TdH -
720, (72, 912, 1664 ZH]

K1 RS FOEYBE ST X — 5

CYP2C19 | #hak Cmax Tmax AUCo- T2
BAZTHED | (mg) (ng/mL) (hr) (ng - hr/mL) (hr)

5 57+08 3813 183+70 246+99

EM 10 108+2.1 3804 418+153 21775

20 230+43 43+14 807 =282 274+72

5 55%06 42=+15 384+109 558+164

PM 10 129+23 48+18 885+ 384 512+169

20 24747 52%18 1595 + 356 55.3%87

Mean =S.D.. n=6
FEDEM : CYP2C19%1/%1, CYP2C19%1/*2, CYP2C19%1/*3
PM : CYP2C19%*2/*2, CYP2C19*2/*3, CYP2C19*3/*3
16.1.2 RiE®RS
HEHER N (CYP2C19DPM B S EM#ASBI) I T A ¥ % 0 75 A 10mg#x 1 H11a]
21 H M BUERE %5 L 72o CYP2CI9EMEE, CYP2CLOPMEE DWW NIZEH
Wb AR 14 G- MBS W R 4 12 15 L. CYP2C19EMEE Tladx
5150 H % T2 CYP2CI9PMBETIH% 5190 H £ TIIZIFE W IR 2%
L7z CYP2C19PMEED21 H I RAEHE G- #12 B1F 2 Cmax. AUCK U T1/2
DWVFRYH, CYP2CI9EMEE: & bt L TR B TH - 729, [72. 9.1.2,
1664 =]
F2 ARG OREYEE ST 2 —5 (L5210 H)

CYP2C19 Cmax Tmax AUCo-24 Tz
ST (ng/mL) (hr) (ng * hr/mL) (hr)
EM 268 6.1 3010 506+ 132 37775
PM 539+129 64+33 1094 + 266 578 +14.7

Mean +S.D.. n=5

#2)EM : CYP2C19%1/%1, CYP2CI9*1/*2, CYP2CI9%1/*3

PM : CYP2C19%2/*2, CYP2C19*2/*3. CYP2C19*3/*3

16.1.3 £YFMNEIF AR
IRy 7T A5EI0mgWEIE L2737 a8El0mgE. 7 0 A4+ —/N—
Bk ehzhlge(z Ay vy a7 7 5L LCTl0mg) AR AY FI2Hi &
HNFFOHES L Cigh REERELNE L, FoncEmEE S
A—% (AUC, Cmax) (22 T90% 15 HHIX I TREEHIRNT % 17 - 7245 2.
log (0.80) ~log (1.25) DHFPHNTH 0 . Wil o A= W27 1 [F S5 PE AR S
5)

%o

(ng/mL)
20 —e IAYHUTT L5 10me Wi
% o L7 7 ugEl0mg
Ep 15 U (Mean +S.D.. n=49)
e
A
v
% 10
o
7
7 s
3
JiE
Y - ‘ ‘ ‘ ) .
0612 24 48 72 96 120 144 168
il (hr)

X 10mgeix S5HDMEP T2 Y ¥ a7 5 LR
3 HWEENT A — 5

HISE/ ST A — 5 BEST A=Y
[
B AUCt Cmax Tmax T2
(ng-hr/mL) (ng/mL) (hr) (hr)
IAYIUTT
2.5:10me Ml 49 | 4269+1315 151294 3010 |31.0£115
L 797 m 49 | 4402+1475 153+3.26 31+11 | 31.1+90
10mg
Mean£S.D.

M4 R EENE OIZAUC, Cmax&5 0 /85 A — %1%, Pl oER, Ko
PRIAEL - FEREE ORISR L > TR L2 WML D 5,
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16.2.1 BEDHE
RERERRC (1760) (ICH AT UL IR ERIZIC = A ¥ 4 07T A20mgx
HiR S L7z & &, Cmax e CAUCIE W #E THFHFINA A ITF0 5
NY. BHOBBIADONEH 070 BHEATFT—%),

16.2.2 £ HFI AR
IZAYIUTTADT L IMKTH DY Y 0T T K40mek BHEH A126112
WS L7z & & o EY AT ERI379.5% Th - 727 (JHEA 7 —
%)

16.3 5

16.3.1 DEE
RS A (CYP2C19DPM M. O'EM4661) 12 = A ¥ # 1 75 A5mg, 10mg.
20mg#% HLIE R4 5 L7z & & O BDT D535 (Vz/F) 13872~1053LC
Ho72Y,

16.3.2 MIFEBESE
b MI#EIC T 2 Y ¥ 075 A (20~100ng/mL) ZFEML7zE &, BEFL7
WEEHPHIC BT D MEERAFKAFIIZIEZETHY. ZOFIYMHEIE554%
TdH-7:8 (in vitros WEANTFT—%),

16.4 38

16.41 TAT %075 AIFFICCYP2CINC & ) 7 A FIOUALRARH S 1,
F72. FRAFILEAOBICIE, CYP2D6 K U'CYP3A4HD G F %0 7
AFMALKIZCYP2D6IZ & 1) V7 A F AL X 59, F72, T2
I UT T AD—HIECYP2D6H 2 VIEE ) T I vAF Y F—BAHNITT
Ve FEALEEIC X VRIS AN - 294 FEd 2037 a ¥ v gk
CRHIENDE ZEPWESR TR0, 2235075 41%, KT
MO ER SN2, 20T F, HrvET Voo rBfasfke L
TR HREES B L £ 2 5h 512, [10. BH)

16.4.2 WHERANICZ ATy 07T A& b LI EROERS Lzs &
OCmax . AUCKE., TAY 50754, FAF MUK, JF2F bk
DIEZE o720 oy VT ATFMLERORPPEIRIZ, =23 5075
KB \VIET X FIALRIC I L Tk A 5 729,

16.5 HEiftt
fERES A (CYP2C19DPM M. O'EM4661) 12 = A ¥ ¥ 1 75 A5mg. 10mg.
20mg % HMFRIIHE G- L2 & & #5168 M EF TOTAT Y a7 I A
ORISR, CYP2CI9EMEE T3 %58 012.9~132%. CYP2C19PM
BETI1E212~21.9%TH o 720 F 72, fEBIEA (CYP2C19DPM I 'EM 445
BNIZTAY & 075 A10mgx 1 H1E21 H B SERE I G- Lz & &, ek
WS 5%24E E TOT A Y ¥ 075 ADRPHRERIZ, CYP2CI9EMEE
TG ED174%, CYP2CL9PMEETIZ30.7% Th - 72V, [7.2. 9.1.2,
1664 ZH]

16.6 FEDERZHITDEE

16.6.1 BipEESEE
IAY¥OTFILDTEIKTHD Y YT T 1520mex EHEREDIT Gk
ERRUE M 0 10~53mL/min) L7z BE7HNC HIRRE O 5 L7z & & ke
N &R L CT1/213 L35M5 E R Ly AUC ($5-5 THlIE) 13 1.244% 12 L5
L7:%% Cmax (58 CTHIF). Tmax & OVz/FizZIZAETH - 7213
MEATF—%). [921 ]

16.6.2 fFikaEEEES
IAY % 07T A20mg%k R~ % (Child-Pugh 2 H D A XEB) O T #
R AR SHIC IR I3 - L2 & &, IFRERE E oA 128 U CTAUC
LS L. R, PEEONERK T EE B 5AUCIE, AN Z
NZENLITHE, L6LETH o 7210 JHEAF— %) [7.2. 93 BH]

16.6.3 SHE
IAYZ 7T 2510mg. 20mglk 30mgitd) % i £ F Bk 9 G- L7 &
X O (146], 65~731%) 123817 5 CmaxiZIEEEnE (1561, 19~35i%)
LR TH - 725 AUCK O T1 213 Rl & ik L TEh .29~
1.35f%, 148~153f LA-H 5 VIZIER L7219, $72, 2X¥2us 5L
10mg# 1 1IE21 H B BRI S- L 72 & & ok (1861, 64~807i%) 12
BIFALAY 0TI 5DCmax L AUCIE. FErw (1861, 23~351%)
DFNZENL3AME. 1508512 ER L0 BHEATF— %), [72. 98 Zii]

16.6.4 EYMNHEBROEENECHICRIBELTVDE

(1) CYP2C19
[72. 912, 161.1. 1612, 165 Z:HH]

(2) CYP2D6
IRV HUT T A EREERNICHEORSG 5 5 W IEFIRRSE) L2 e &
CYP2D6PMIZ 3513 5 Cmax }z FAUCIE, 8BIH 161 TCYP2D6EMIZ351) %
O ZNZN126E K L3METH - 7275, MO7HITIZCYP2DEEM & [al fEEE
Tho 7217 BHEAF— ),

) ARAN O AR E KO HEIZ, 1H1E20mgE TORIHELGTH 5,

16.7 EYHEEIER

16.7.1 TRV 5075 LEBVCHERDOMIE

(1) #ATSY—=Ib
RERER N (1660) 12+ 2 75 — v30mg% 1 H 116 H B R E# 185 L. 5
HHIZZZAY 707 J 520mgZ PHEIRG L&, Ay yars
2 OCmax|ZZFEEID SN o 7205 AUCHLSIREIC BA- L7218 (4t
FEAT—%), [102 ]

2) IAFIY
RERERL A (1661) 12 A F ¥ »400mg% 1 H 205 H B S ERE %5 L, 4H H
LAYy a7 7 820mgx PEFELRG L&, TAY507I 00
Cmax|ZIF BB SN h o 7285 AUCHLT2MEC LA L7218 (SHE A
F—%). [102 ZHH]

(3) X ~ZOO—Ib
RN (1560) I 2 ¥ & a7 F A% ARG (10mg/ H 2 LEF, 51
&Hhi&20mg/H Z3HM) L, iP5 H (28H) 124 » 7 e a—)L100mg%
PRS- L2 8 &, A P70 E— L OCmax X CAUCHZNZENLTS



& 227H 2 ER L2 RN 7 — ). [102 7]

(4) FVIS=U
RN Q0B I A Y ¥ a7 T A% KEROHRYS (10mg/H 2 AR, 5l
&hi &20mg/H 2 38M) L, w#de5-H (28H) 12775 3 »50mg (EHN
Woer k) Z BRI G Lz &0 Y79 3 Y OCmax L AUCH T
N4, 207651 EA L 721 WHEAF— %) [102 ZH)

(5) UKFEIL
MR (18%1) I 2 ¥ ¥ 175 £20mgk V) b F ¥ IL600mg % i HRE 4%
Hlzb& 2235075 AK0Y b FELVOERBHEIEEIRD S
Naho 72 BHEAF— %),

16.72 TRV HOTSLDSEZATH D y0T75 L(EAKRFET) ZH
WS BRDRE

(1) LRxZ7Ovy v
TEEER N (8112 ¥ 075 240mgx 1 H 110 H M KER LIS L, 7H
HIZLARX T <Y v50mgx fr#EOG L&, yyua7ss a0
LEX 7O Y Y OEYBEICHEIRD Sk do 7218 SEAT —
)6

2 FUT7YSLA
RN 7B Y & a7 T A%k AR (20mg/H 2 7H B, 51 &6t
%40mg/HZ23HM) L. ®f&4%5-H (30H) 12 M) 7' 5 20.25mg#% B
ROBG L&, 7074 K0N) 7 VT AO3EYBREIC BT
DENED 57218 (BHEAF— %),

(3) AL\ EEYV
B A (1260) (2 H W S< B ¥ ¥ & ER OS5 (100mg% 2E/H % 3H
M. 51&%HE&200mg% 2/ H %30 M. 400mg/HZ29H ) L. 22HH XY
5 U7 240mgx 1 H1M 14 H M EAEMHROHRS Lz & v
B OEYBEIHEIRD SNGho 72 BHEATF—5),

(4) EEYR
TEEER N (2661) 123 % 075 240mgZx L H 111 H B RER LS L, i
M5 HALTH) ICEEY R2mgx fEHREOR G- L7z &, ¥V FOEY
BREIEH RO O N o720 — T FHHEEOQTCIZ Y E ¥ K HiMk s
L HANEFICIERE L2 (QTeDR—2 5 4 ¥ 5 DZEALE © 9.6~
14.1msec, Hif%5.1:2.1~2.3msec) 1 FHEIAF— %) [23. 101 Z:Hd]

(5) & ~raFVI—-IL
fERER N (1761) 12> & 0 75 240mgfe O b 25V — v GRITANZE R
J858)200mg % PR HIRR I3 - Lz & &, 29 075 A 03WEREICHENT
BN hotze 720 7 haIF = VHEMP SR LR, 7 haS
V=V O Tmax 3 LE (P RF2.ARE R, HAREE 5195 R) L. Cmax2%0.79
IR L7225 AUCK O T2 ARIETH - 7218 FHEAF— %),

® TILTFUY
HERER A (1260) 103 # 175 A40mg# 1 H 121 H B BUERE IS L, 15
HHEICT VT 7)) ¥ 25mgkh RS- Lz &, S-UVv7 7 ) Y RO
R-7V7 7Y v OEYBHEISEEIRD SN h o7z o HHEDT
O by E R O ASE (Rmax) K OT7 T b0 2 Y R - R T
FEAUCPTIET V7 7 1) & UG IR 12 He A RS REN L 7225 2 o B o
FRIEIZEIE TH o 72 (Rmax S OPAUCPT : i HE26.7sec )2 U83260sec « hr.
HUphH 15525 1sec ]t U°3098sec « hr) 18 (JHEIA 7 — %), [102 %]

(7) Yyd+vv
TR (11B0) 12> % 8 75 240mg% L H 129 H B AR 5- L. 22
HHIZY TF ¥ Vimgz FHROEG Lz &, 22754/ 0VTF
TV ORI EERD SN0 5 728 BHEATF— 5 ),

8) UFILA
fEFER N (8F) 12 #1075 240mgZ 1 H 110 H M RERTH%S L. 3H
H22567HHETY F 7 A30mmol% 1 H 15 H M AEE RS Lz
X, Yy usIARYYF Y AOEYHEIEEIRD SN h o218
BEAT— %),

16.8 ZDfts
TAY a7 T AFE20mel G NE. [EHmAs itz 2 # L EIZ#EA O AW
MRS R T A BT 4 2 J(SM2MESH19H fF, A SEFHEIE0319451%5) 12
HoE, AT YT T AE0mel BIG A BHERA & Lz &, Bl
B L L MRS L A S,

17. BRPRREAE

171 BWHERUR2MICET D35

{(3DfF - DDIREE)

17.1.1 EAS MAEHER
KOOWMUBEEREZ N RE LT, AV urSavayBE(TZ Ay
075 5L LTIHI0Mmg X 1320mg). 75 AR i3 S0 &t F V3R
KEW (8a €5 & LTIH20~40mg) % S H G- L 7255 9, FHEF
filisg H ¢ & % Montgomery Asberg Depression Rating Scale (MADRS) &
FIMOZEERITEOEBYTHY ., TAY 5075 A (10mgh U20mglf
G DT T 2RI T 2 ERIEDIR Sz,
B R O BB OB ENEBEE X, =AY %075 A10meik 55
T63.3%(76/12061), = A > %075 A20mgH5-#T75.6%(90/119%1) T
H otz EREMERIZ. 10mgH 5 Tl BIR15.0% (18/120%1) . L
13.3% (16/120%1) . 78D F119.2% (11/12061) . 20m gk 5-# Tl R
20.2% (24/119%1) . H.021.0% (25/11961) . FE)ME D Fv110.1% (12/11941)

THo720,
#1 MADRSEFRIEBRONR=Z 514 v hb0ZE bR

MADRS o
aati AL
75 CKBEE D
PG % . N—Z2 54 of )
N=A B 0 e
54> | g | 000 |
=iur [95%15 i pfiti
X ]
e 200 | 183 107
TR 124 e | a0 +95
= {10mg 204 | 156 137 30 -
A w | 0] s58 | =10 | =100 | [54, 05 | 008
v
¥ |20m 208 | 162 136 27 -
ol om | M| 60 | x101| =88 | [50,-041 | 0021
z
- 206 | 159 137 28 -
o | DEEEE 239 Chg | 2105 | +o4 [49, -08] | 0006™
T 208 | 156 142 32 o
S L1 J59 | 100 | 99 | [56 -08] | 2009
1) Mean =S.D.
A2) G5 HEZHT. N—2 54 > OMADRSEFHE &R L L0
H

1:3) S/ e i
HOEEAED Y (p<0.05)

17.1.2 BAE MERPBIRSHER
K OHUEREREZFRELT, TAVIRTTFLY 2Bl (=AY
yu7 g4k LTIHIOmgXi$20mg) % i K52 M3 5 L 7245 H. 5238 F
THIVEEAER: S 7z,
Bl R O EBIEIN ORIMEREBBEEL,. =2 87 F A10mg ik
20mg#% 53 TI1280.4% (74/9261) T o 720 T BIMEIE, MHHE30.4% (28/
0261), M.0023.9% (22/9261) . HEH19.6% (18/92%1) . Bk F1115.2%
(14/9261) T - 722V,

#2  MADRSHEHBEOR=Z T4 ¥ b OZELE
B ] B MADRS#FEED ZEA AR TES)
R=2AF4 ¥ 92 31.3%55
85Ik 87 150+93 165+85
24381k 79 108+9.1 -203+86
5231k 66 80+74 230+76
#£5)Mean =S.D.

17.1.3 ENE IS ERNBR SR

ORI OWERERZEEZFRLE LT, TAY YR T T LAY 2 YBE
(23 u79 5% L TIH10mg X I320mg) % it K523 % 5 L 726 4.
5238 F THRIE MR S 7z,

BlEN L BB ORMERNEBHEIX, =AY 287 F 510mg i
20mg#t 5-#ET181.8% (18/220) Td - 720 T BEIVEAI. T8, fBIR K&
UL %22.7% (5/22() Tdp - 7222

#3 MADRSEHEIERUINR—RA T A ¥ 95 DE L

AT B MADRS# &} 1576 ZEALHETES)
NR=AFAL 22 314+86
8IH I 19 17199 -13.7+9.0
243 H K 14 11.5+85 -186+7.6
52:H IKE 13 74+64 233+6.6
##6) Mean = S.D.
HERREE)

17.1.4 EAS MAEHER

HMERKREREEZNRL LT, ZAYIUT I 2Bl (AT S
077 AL LTIHIOMmgX1Z20mg) X7 7 &R % 120 5 L7245,
FEFEAEH T3 5 Liebowitz Social Anxiety Scale-J (LSAS-]) A&l H®
LRI TEOEB Y TH o720

BN BEOBRBEMOBIEREBHEIX, A2 57T A10mgtk b
T51.5%(102/198%1), T2 ¥ %175 A20mgfk5-#T57.5% (111/193%1)
THholzo EREWEMIE. 10mghf TIXMEHR1I8.7% (37/198%1) . H.(:14.6%
(29/198%1) . 20mgf% 5-#E TlXBIHE22.3% (43/193%1) . HE.[:17.6% (34/193
B)CTdh 57229,



F4 LSASTEEIHRON—=2F 4 ¥ 5 DZEALE (LOCF)

LSASJ o
frat) AL
75 LR D
Eiaswiid % R— 2543 o )
O I T A s
FAY 128 RER T
1L [95% 146 | pfH
X [#]
o %3 | 722 231
TIEREE| 196 | Jjgs | 74 +914
I
2 |10mg 045 | 676 269 39
ol om | 9] f182 | =200 +933 (83 06 | %089
»
=
7 |20mg| o 934 60.7 -326 038 10)
7 e +178 +28.0 +25.6 [-145, -5.2]
A
7£7)Mean =S.D.
S P Gl # . N—2F 4 »OLSASJAEFHE 28/ L L2228
r

119) /N I
#10) 7 7 L BB T 52 Y ¥ 075 A10melE O EEBRYED R S -y
BIBRY ., 7RI T AT AT 50T T A 20maht OEE%
WS A5 TH o 72720, BUEITbN D572,
17.1.5 EAFEIARR SR
HAEARZEEREZNGE LT, TAYYO TSI LY avBlE(=AY S
075 Ak LTIHI0mg X 1320mg) % i RS2 M 5 L 7454, 52 F ¢
HRNESHERE S N7z
BN RO BB oORERNEBEE L. =AY 5877 A10mgXiE
20mgd% 51 T13260.1% (95/15861) Td - 72 BIEM O I 2 EITEIE, IR
24.7% (39/15851) . H319.0% (30/15861) T - 720 BB B W TIHH
A10% L, - OEIWEHIZED b o722,
#5 LSASJARTHRUON=2 T4 ¥ H 5 O%EE

Bl ] B% LSAS- At E 2R ELD
N—=AFAL » 158 953+195
1258 141 69.0+25.1 -266+215
2431 138 59.9+287 -356+272
523 IR 126 49.9+28.0 448 +288
##11) Mean = S.D.
17.3 ZDfth

17.3.1 QTRERICH T L&
R ALLTE 205 & L7277 T & R I Mk 53Uk (Thorough
QTHER) 1BV T, QTCFDONR—Z T 4 ¥ 5 DZEALR (75 LR HHILE) 11,
IAYH a7 7 A1H10mgH 5125 T43msee. 1H30mgik5-HE12 12 50
T10.7msecTdH - 722 (FHE AT — 4 ) o
F6 QTcFONR—ZF A ¥ HOEALE (75 LR HIE)

HH| QTcF (90%15 #HIX 14]) (msec)
T2¥%u77 A 10mg/H 43(22, 64)
IAY¥u7sT A 30mg/ HIER 10.7(86, 12.8)
EFT7OFH Y Y 400mg/H 9.2(7.7, 10.7)

1H:12) AF O AR E KL O, 1H1R20mg E TORRGTH %,

18. FRhEIE
18.1 {EFERF

IAYH U7 MEERG R LT b= (5-HT) D AKHERH %2R
L. WP COMBAIS-HTHEE 2 R IC LA 885 2 212X ) 5-HT Ak
FEBRIGL LIS DM 2R EE2 5N 520,
18.2 15 DIEA
18.2.1 = w7 XKk GRER I 35\ T MEBYIE ] 2 404 L 722728,

1822 7 v MBUMEMA PLAEFVIIBWT, A ML AAMICLY RS
L7z a BRAEEIE 2 X b L A IEAM B & [FIRE (2 15 & 4 722930
1823 5 v MHAMA ML ZAEFTVIZBWT, HET Y PORAT v MIC
x5 BORATE) & WP L TR A S, B RER G T s ¢

7230,
18.3 fIAZIER

< A% OB & R BT HEREFNIST < AT 2 R
A& aE7=32),
18.4 O = VB DIAHEEER
1841 7 v MR F 7 v —2a &M\ 7z2in vitro EERIZB W T5-HTHLY A
A% PHE L (50%30 52 132, 1nmol /L)« in vivo [2BWTH T v MrjHEE
B OMIAS-HTHE 2 5 88723330

1842 L NE/ T IV b Y AR—FHIMPLIIB VT, =AY 5O T T
LAD5HT b T ¥ AR =7 1205 2@ (GBS E Ros) i/ vr
FLFY Y I G VAR ROFRIVF IV AR LB LTHA

71004 % 12400045 T > - 7239 (in vitro ) o

18.4.3 MiMNS-HTHIFEROBIEALIC & ) FR S 2~ 7 2 DFTEIZAL % 15

L7225 VT FLF) AR RO B8 3 AR O BRIGLIC & ) &k
BNDATHEAIC LB % AT & T 7o 72333637)

18.4.4 b M RUKTEEWHRLDOZHEMR, A+ F X ANVRLPMT ¥ AR—

 GHAEED) 2 W ERICBWT, TAY Y075 A3ERETo 1%
FHIRIHTT B RA MDD b NTA, E OO B FEFRAZEWE O Z 5K
W LTIEE A ERATER RS 25 722838) (in vitro) o

19. BN (CRIT DELFHAR

— WL =AY ¥ a7 T Ay 2 (Escitalopram Oxalate)

b4 (1S)-1]3-(Dimethylamino)propyl]-1-(4-fluorophenyl)-1,3-
dihydroisobenzofuran-5-carbonitrile monooxalate

553 ¢ C20H21FN20 -+ C2H204

ST 41443

TRz AT I Ay a2y BRIEA~REGOBEKRTH S,

[ =5,

CN
o o 1 T

I
HC o

OH

F 0

22, 9%
(25075 LEE10melBRED

PTP@2%  1008% (10$E % 10)
INFGAEEGREMIVA) 3005

(IRY5073 Lig20me Al

PTP@2:  1005E (108E % 10)
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