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-@- HBRHA (=R X 7T bEE 10mg [BHE] )
-O- HEHERK] (L7 7 1 8 10mg)

n=12
RNV-1: TR22075 L5k 10mg TRl OBREEEICHETH8ELUMHE




KV-1: HBREK (TX20T5LE5E10mg TRE)) RUEEHKOFHBEHED LR

BRI b SEEAHR (%) A D 35 e
(=250 R A7 1 BRI (%)
H1. 2
@21)501@%) 155 9 101 5 il
H4. 0
(ﬁ%pm mig) | P 88 95 7 L
H6. 8
(ﬁgpm mig | P 87 90 3 L
@ﬁ?@@) 1597 88 89 1 il

<IHEFENIT B RIS >

TALH TS T AEE 20mg (BTG ©

(5658 R 3R 5 D AW IO RV SRR T A R T A D —EREIZ DWW T (2453 A 19 H3RAES
FH 0319 1 5 - BRI ROV 2)

ARBR S
RERITVE - BARSER S R
BRI & 900mL
ARBRIRIEE : 37+0. 5°C
ARERIE : OpHL. 2 (AARKR HFEHRBRE 1K)
@pH5. 0 (FHE D7~ McIlvaine OFEEHIR)
@pH6. 8 (H AZEJR) H s HBRES 2 %)
@7k
[R50« 455y 50 [l GRERIERD~@)
RERES - 12 Xy
1 B TORBRIICBNT, /S RoviE 84y 50 [BI#E T 30 43 LA I HERLA) K OGABR LA & & (2
RN 85% 24X TWDH LD TH o124, /S FVE 5 100 [EOREBRITEK T 52 & &

IRV

L7,
) HLHUE
ER ) Fa e
ot it : :
Efw A R {2 DI R
(DpH1. 2 EEUERLA AN 15 LIPS SI85 % LAk
BT 52%6 FEAERLAI D SEER HER)385% LA 1T
SRR @pl5. 0 FRBRBIAIAN 5/ LI EEI8E Yo LLE | 1335 & &, FRBREHAI D A R
4350 TEHT 20>, TSR 57BR | £15%0OfEEZB 25 H O 12(H 1
7 @pH6.8 | B 0 -1 H S % e U] | HLL T T, £ 25%0RHABA S b
DO FEERHEHE £ 10% OFEIHIZ B | DRV,
@K %,
RS

BB =A% 07T A5 20mg [BIA) ROBMERGA =% % 077 AGE 1ong [BIA) 1200
T, TE RS SN ER A O LR SRR A 5 A ] 1SS % 4 RORRENE T
WA DS AEBI O[S 2 B LR, 3 C OB CRIE R A L Vi HT) 58 5 T

o EHErEnT,




AR OpHL. 2, 47 50 [a]#z BRI @pH5. 0, 4557 50 [AlHx
1000 | 3% 1000 |
80.0 80.0
= b
Heo.0 | Hie0.0 |
¥ =
%40.0 4 %4040 1
20.0 20.0
0.0 O T | 0.0 O T T Y
0 15 30 45 0 15 30 45
BRI (53) BERA (5)
RERTEOpH6. 8, &4y 50 Az RER@K, 857 50 [alis
100.0 100.0
80.0 80.0
o Py
H60.0 - H 60.0
* ¥
%40.0 1 %40.0 q
20.0 20.0 4
00 O 0.0 O T T 1
0 15 30 45 0 15 30 45
¥R (53) BRI (9)
@ ABHiE (mAT X7 LEE20mg [IE] )
—O- fEnEE| (m AL X a7T A 1omg BG) )
n=12
KIV-2 : TRIA 0TS LEE20mg TBRE) OAHBEICE T HREME
RIV-2 : RERSF (TRA2O0TS5LE20mg TR RUEBERF O ENBHEOLLE
IR IR L SEHITRH R (%) ' fifl 2 DR R DZE =
1] % 240 |
() B DL E I R (%)* HIE
H1. 2
(@2\1050 ) 15 4% 101 99 2 6 GE:
H5. 0 i
@%50 e | PP 93 94 I 9 7%
H6. 8
(ﬁigiii)[]iﬁ) 1557 9 o ! 6 R
(ﬁ%@Sgkﬁliﬁ) 1557 89 89 0 7 7%
%k

& FLEE R A2 30 1 2 BRI O TR 2R & fE 2 DYE =R O ZE D e KE

10. &g - a2

(DEBINDELGEES -

BARSANA

AR, NENRREESR - BRICHT HER




8%

e AT TE
_ PTP A3 100 $& (10 54X 10)
TAVH 0T T AEE 10mg [BHIR .
mg IR NS R RVA) 300 g
T ATZ 7T AEE 20mg THATR PTP 3% 100 & (10 &£ X 10)
Q) FHEBE
MY ERe L
Q) BBDME
PTP 7l
PTP > —h : BRIRAR VAL T 4> TAI=T A

Ny R:R) ey

B
N aldE

ARV Ry F L
Fyrvr R F L
NyFr R el
b Ry =F L
I i

1. BRI NDEMEE

A% LR

12. Z0Dfh

A% LR

,10,




AEICET HIEH

DX (TR

5DO%% * D DIREE, HEFREE

DRERIIHRICEET HFE

5. %08k - HIRICEET HFE
(Zhaestd@)

5.1 HLO OAIDIEIZLY | 24 WU TOBE T, BRSE. AREND Y X7 380925 & O
ERB LI, KENOEHGICHI>TE, VAZ "X T 4 v "aBETHZ &, [8.1-8.4,
9.1.3, 9.1.4, 15.1.1 &M]

(229 - 2 DIKEE)

5.2 A% 12 AR DR 5 SFPEREE BE (R G D BTS2 MBI R 2 2 &, [9.7.2
Z ]

(HEFRESE

5.3 A RLZRMEDBMWIL. DM ™ HOWME LB W EEIC S S MEICERK L, KL T5
BlLoBFEETHZ L,

1) DSM : American Psychiatric Association CKEREMIESS) ® Diagnostic and Statistical
Manual of Mental Disorders (KRB OZWr - Hiit~==7 /1)

RZERUVRAE

() AZERUVRAEDMHER
W, RAET A7 I 5L L Cling % 1 H 1 BYBRZICROELT 5, ok, F# -
JERIC L D EEMEET 58, MEX 1 EBM EOMBEEZ H I TITV., 1 HixEHET 20mg 28
RN LT 5,

2) AR VAR OBERE - RHL
LR L

RAERUVEAEICEEY HFE

1. Bk - REICEET 5FE

1.1 ARG EIILER/NRED L, BEZLICEBICBE L2 bERG 52 L,

7.2 IFREEEERE . BiE . B&RA9IC CYP2C19 DIEMENKIB L TWAHZ LML TWHHBE
(Poor Metabolizer) Ti%, AANOMHFIREN R L., QT EEHZHORWEANRHRA LT WEBZE
NRHHD, 10mg & ERETHZENEFE LY, £, REICEL UIBREDOREZ T ER
<EIZL, HEICHESTLZE, [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 ZH]

B PR AUHER

MEERT—2/1\vor—o
M L

(2) BRI
A L

,11,



(3) AR RGRRRAB
LR L

(4) ¥R BR

1) AMHERIIRER

(9 2% » 5 DIRHE)

[ PN &5 T AR AR
KIOOFRHEEEBELZGRLE LT, TAVA ST AV 2V (A 20774 LTC1H
10mg X% 20mg) . 77 BAR XTI \m X F AEREAY (RNaxtF & LT H 20~40mg)
Z 8BS Ui R FEFMIE B T4 5 Montgomery Asberg Depression Rating Scale (MADRS)
BREEOBEIITFTEROLEBY THY, =AVZ a7 T A (10mg KO 20mg PEERE) O 7 &R
WZxPT DR R ST,

BN O%BIEORWERRBSEL T, = A ¥ a7 F A 10mg #5857 63.3% (76/120 ) .
TAH T T A 20mg BEHEET 75.6% (90/119 1)) Th-o7z, EAEIEAIL, 10mg #% 58Tl
AR 15. 0% (18/120 ), by 13. 3% (16/120 ) . FHEMED FV 9.2% (11/120 f1]) . 20mg #%5-
FECIHEIR 20. 2% (24/119 B) . B0 21.0% (25/119 61 . FELED F > 10. 1% (12/119 1)) TH

of: 7)0
KV-1:MDRS €A RUR—XR A UL DELE
MADRS -
OE D A&
TIRREELD
Y N S — N JA\ #u_z)
L I I IR I P R I 1
FAL | RS G iy
! ZEAp &Y [95%{E 48 p fE
X ]
- 29.0 18.3 10,7
77 124 5.6 +10. 1 +9.5
‘ 29. 4 15.6 13,7 3.0 o
x| l0mg R ) 120 5.8 | +11.0 +10.0 [-5.4, -0.5] | %918
7 \ 29.8 16. 2 13,6 0.7 o
oo | 20me i 119 6.0 | +10.1 +38.8 5.0, -0.4] | %921
Sal 29. 6 15.9 13,7 2.8 o
revie | 239 5.9 | +10.5 +9.4 4.9, -0.8] | 0006
] R 29.8 15.6 14,2 3.2 o
ARFEF A 121 +5.9 +10.0 +9.9 5.6, -0.8] | 0909

¥ 1) Mean=S.D.

E2) BEHART., N—2F A D MADRS At H A L& & U8
& 3) B/ EEHE

H4) FEZEHY (p<0.05)

<BEBTFUSL 17.1.1 L vEEEe>

(Fha R

EREAEERE:N
HERZEEREEZNRLE LT, 2 AV X T T Ay a2 Uil (A e 745L LT 1 H
10mg X% 20mg) X7 T7tvAR%Z 12 #EEE U2/ R, ZEFHEE TH D Liebowitz Social
Anxiety Scale-]J (LSAS-]) ARtROENEIZITERD LBV THhoTz,

B N OB B ORWEREBIMEE 1T, = 2> Z 1 75 A 10mg $5-8E T 51. 5% (102/198 f4) .
TR H ST L 20mg 5 EET 57.65% (111/193 fiil) Th-o7-, ERREWEMIL, 10mg B TIIfH
MR 18. 7% (37/198 f5il) . il 14. 6% (29/198 i) . 20mg & 5-F TIIMBIHR 22. 3% (43/193 ) | FEl»
17.6% (34/193 i) ToH o729,

,12,




RV-2:LSAS-J EHRARUAN—R A U bDEILE (LOCF)

b e
I I R e oo
T mewe |y e
77 | 196 j??é?5 jfi%?4 ;iilz: ) )
éi;i 10mg B | 198 j??ééz jfgééo ;iii%3 [—813'%16ﬂ 0. 089
5 Z 20mg BE | 193 N :12).7.48 N (2)8.70 ;3225;.66 [—14._;),' 8—5. gl

¥ 1) Mean=£S.D.
H2) BEHART, N—RF A4 0 LSAS-] AE A AR L LS tr
1 3) e/ FRTHME
E4) 7T7BRBCHT LA Z 0T T A 10mg BEOEBPEIVR SNZHBAICRY . 77 8RBT 5=
AT HE T T N 20mg BEOBEEE A R T 25E CTH o 72720, BMEMTb -z,
<EBEFIRX 17.1.4 X vitzz>

2) REMHR

(929 « 9 DIKEE)

[ N2 AR = 4 -3k

KOOFHEEEREEZNELE LT, A AT T AL 20 (A 2755 LTLH

10mg X1¥ 20mg) Z ek 52 WRIEE G- L7-#k R, 52 i & THWEITMER S vz,

B R OB BIEMORWERRBBMHE L, =X ¥ a7 7 A 10mg XX 20mg $5-HETIiX 80. 4%
(74/92 B) T o 7=, E/eFIERIL, MR 30. 4% (28/92 f51]) . H.Lx 23. 9% (22/92 f51]) | BEJF 19. 6%
(18/92 f5il) . B £ 15.2% (14/92 f5il) Th o722,

RKV-3:MADRS EETRBUR—R 54 UL DEILE

A fif i 350 % MADRS £ & 421 2B
R—ATA 92 31.3+5.5 -
8 I 87 15.0£9. 3 -16.5+8.5
24 B 79 10.8+9. 1 ~20.3+8.6
52 HHF 66 8.0+7.4 ~23.0+7.6

1#) Mean=+S.D.
<BEBFUSX 17.1.2 X v#git>

e RpEE

[ N 2R TIUFR = 1 B -5kl

HERREEBEZNGRE LT, TAVF T T A 2 VR (A2 7748 1LC1H

10mg 1% 20mg) Z ek 52 WRIBEL- L7-#k R, 52 i & THMEITHER S vz,

B R OSBRI OBWERARBRMEE L, =23 %75 A 10mg X 20mg #5-HE Tl 60. 1%
(95/158 i) T -7, BEMOTRENERIL, BHR 24. 7% (39/158 #i) . Hols 19. 0% (30/158

Bl) Thoto, BB THRELERN 10%20 EORIERIZR® b7z 19,

RV-A:LSAS-J EHERUR—RFA A LDEILE

R B LSAS—] A EfL
L 158 95.3%19.5 -
12 Jf 141 69.0£25. 1 -26.6*X21.5
24 Iy 138 59.9%28.7 —-35.6£27.2
52 Iy 126 49.9£28.0 -44.8*28.8

1#) Mean=+S.D.
<EBFUSKL 17.1.5 X v#sit>

,13,




(0) B - RAERIHER

(928 + 5 2IRRE)  (Rlfin)

] PN 25 TR Ry i = 11 45 -
B DR D OIFMEEEREE LR L LT, TR Za ST LAY 2 U (A Zua 755 LT
1 H 10mg X% 20mg) ZHK 52 WERE L7-fEE. 52 @ E THMIIHEEF S v,

B N OB O BWEMBBMEE 1T, = 2> % 175 A 10mg X% 20mg ¥ 5 Tl 81. 8% (18/22
Bl) Thotz, FREWERIZ, 0B, BIREOELE 22.7% (5/22 ) THo7= 1Y,

RKV-5: MADRS EEtRBRUAR—R 54 UL DEILE

A %k MADRS & 3F A% b D
R—AF A 22 31.4+8.6 -
8 W I 19 17.1£9.9 ~13.7%9.0
24 JE I 14 11.5+8.5 ~18.6+7.6
52 JE I 13 7.4+6.4 —23.3+6.6

) Mean=S.D.

(6) A AR A

<BEBFUSL 17.1.3 L VEEEE>

1) ERARERE (—RERKERE. BEERRGRAE. CRARBLERRAER) . BERTET
—AR—RAE. BERTREBRABROAS

LR L

2) ABEHELTRETFENABTRIFER L I=HE -

LR L

(7 & DAt
QT RIS R 2 8

RN 117 Bl xtge b L7 7 BAxt iR —HEEMREGRER (Thorough QT #BR) (238 T, QTcF
DR—ZAF5 AN E(FTERFHE) T A Z 75 A1 H 10mg B 5123 T 4. 3msec,
1 H 30mg #EH-FIZBWT 10. Tnsec Tho7= 'Y GEAT—Z),

RV-6:QTcF DR—RSA U bDEILE (FT5EARMWIE)

Al

QTcF (90%(Z#HIX #) (msec)

TAYZa7 T A 10mg/H

4.3 (2.2, 6.4)

TR XS T A 30mg/HF

10.7 (8.6, 12.8)

EX T 7aFXH T 400mg/ H

9.2 (7.7, 10.7)

HEAKNOARSHIZHE - B, B, BACIET R 20758 LT 10mg 2 1 B 1 [R5 A% O
595, 728, FHE - BRI VBT 52, BElE 1 AU EoMRE ST TV, 1 BiEHEIR
20mg ZHZ RN L 295, ThD,

,14,

<FBEBFUSC 17.3.1 L viiziE>




VI. EMEECEAY HEE

1. ZEEZNICEAEHLILEYXITILEME
BIRA)Tr b= OFERYIALEERK : 7RSI o~ LA VRE, Sa ST U EBRE KT,
T NT Y R Y
HE  BEEOH LbEMORE - HIRFIL, BHORIELSRT L2 L,

2. FEBEER

() VEFRERLL - ERF
TRAVA BT NIERPER b= (5-HT) BV IAAZAEERZ R L, N TOMAESL 5-HT
AR B S5 2 210 XY 5-HT MR 2 RRIE L LBt D SIERZRT B2 bnd Y,
<EFIRL 18.1 X viizit>

(2) ExhE=E4T 1T S ERAE
DHIHEH (U A, Ty b)
D~ 7 ABRHIK KRR F U T EEBIRF I & J0E L7z 510,
<FEBAUL 18.2.1 X vi#xit>

@7 NMEMEIA N AETLIZBWT, Ak l/x,éﬂi‘ﬂ:cl: 0 Wb LT o o R % %
N L R IEATEY) L R B S 7z 1Y,
<ETIRIL 18.2.2 XV #xil >

@F v MEEHMA ML AET LB WT, BET v hORAT v MIxd 280878 4 Hnl &5
TR S8, W ERE TIIEm ST Y,
<FEBFUSC 18.2.3 XV #izEE>

D PAZER (w7 R)

AHNOPAEVER %Z C5TBL/6NCrl RlfEME~ 7 A % W CRUG ST RBRIC BT 2 3 < A4TH)
ZEERE L U CEME L7,

T 27T AE THR] ROREERA] (BEHl, =X 2n 77 5L LT 10ng 5f) T Em:
BRI 2R L. AT R TS 1 B 1A, 7 AR, RIERO#ES L, i)
DOEEHEEITX, =2 Zua7F 5L LT3 £-13 10mg/kg & L, 7 A HOEE 1 BRI ICESANK
ZHHZ 0GR T ATEV A RIE LT,

Z Ok A b IR G RE & i LT 10mg/ ke DB TAHE RV BN BIZL S 1 (p<0. 01,

(Dunnett ZEIEIRE) ) . FEKRFMICT < ATE 2D SE72 2

,15,



2
£, I
201 1
v
o
10
0
L 3 (mg/kg, p.o.)
=8 L 1

B S REERR S n=12
*; p<0.01 VAEMLER 50 & Dbk

BVI-1 : RERKE S OVRBREFI O 0 ABHEEF FRBRICE T 53R

Ntwu h=rFHRVALMBEEH (7 v b, in vitro, ¥ 7T A)
Q7 v MU F7 ~Y—2L%&HWT in vitro EBRIZE T 5-HT Bt iAAZFLE L (50%iHl7E
FEI1X 2. Inmol /L), in vivo lZB\WTH 7 v MRTEEREH ORI 5-HT JRIE %2 LR 72 22,
<EBEFIRX 18.4.1 X vi#rg>

@t FE/T IV M T UAR=ZRBEMIZBNT, TAZ 7T L0 5-HT b7V AR—X
Wit D IRINE (RESBAMEERDER) 1T/ AT FLF VU F T U AR—=ZJFORRAI b
TV AR—HZ Ll LT & 7100 135 K& T8 24000 5 CTdh -~ 7= % (in vitro),

<EFIRX 18.4.2 X vi#zig>

QM 5-HT %2 DIRIFLIC L W B SN D~ 7 ADOFTEIZEL &2 58 LT-25, VT KLU oA4#
RO RS2 AR R OIRIEIIC L 0 A SHATE B ICIT B 2 KT S o 7z 2042
<FEBFUSC 18.4.3 XV #zEE>

@t N RO EROZERE, A 4> F v FNVER ST v AR—% (GF 144 FidH) & iz
ERIZBWT, TAVH T T AIERE T o, ZREICKHT HEEERBO LR, 20
fth DB FEARRAZEME DOZFRIKCHK L TUEE A EREAMEE R E 2o 12 1% (in vitro),

<HEFIRX 18.4.4 X vi#zig>

Q) fE AR IREFRE - FriuhrfE
REERR L

,167



VI

EYEREICREI HIEH

I R E DH#ER

(DamEAEM M FIRE

RH R L

) FRRABR THR SN MPRE

1) a5
HEEERK A (CYP2C19 @ PM (Poor Metabolizer) KZUNEM (Extensive Metabolizer) 4% 6 f) T
ﬁTT“iXV§7D7°5A 5mg, 10mg, 20mg Z BA[EFE 5% L7z, CYP2CI9EM RfClIf& 5% 3.8
~4. 3 B Tl ¢%f(mm)_$L\%%¥ﬁ%(mai24w&77ﬁﬁfkw Cmax
&Ufﬁuﬁfjiﬁfﬁ*ﬁ%?ﬁﬁiﬂﬁ?@*a (AUC) 1335 BT L CHIMN L 7=, CYP2C19PM BEIZ 51T %
ren 15 R 8 R ] B OF Cmax 1 CYP2C19EME“$ L RIFREE T - 7253 AUC L TR T, 5, 13 CYP2C19EM
ORI 25 TH 722, [7.2, 9.1.2, 16.6.4 B#]

RVI-1 : BRI SHOEYERE/NNS A4

CYP2C19 BEER Crnax Tmax AUC, - T,
b (e o (mg) (ng/mL) (hr) (ng * hr/mL) (hr)

5 5.7%0.8 3.8+1.3 18370 24.619.9

EM 10 10.8*x2.1 3.8%+0.4 418=+153 27.7x£7.5

20 23.0*x4.3 4.3*1.4 807282 27.4=x7.2

5 5.5%+0.6 4.2+1.5 3841109 55.8%+16.4

PM 10 12.9£2.3 4.8%1.8 8851384 51.2%16.9

20 24.7%£4. 7 5.21+1.8 1595£356 55.3%8.7

Mean=®=S.D. . n=6
) EM : CYP2C19*1/%1, CYP2C19*1/%2, CIP2C19%1/%3
PM : CYP2C19*2/%2, CYP2C19*2/*3, CYP2C19*3/*3

<%%%116L1i0%i>

HAMOAR SN HE - e, TEE, Al iIX/&m77A&LTwm%151E&ﬁ% & 04
545, ek, - JERIC i@ﬁﬂﬁﬁTéﬂ i 1AM EoRMBEE &I TITV, 1ammﬁg
20mg ZRBRA RN L LT D, THDH, £z, ﬁﬁ@%& FARICEEE# I D7 T, TIFsReRE S B,
. BEERIC ﬂmm9@%ﬁﬁkhbfwé &Wﬂ%bf“5$%(%mMﬂwdm%)Ti\ﬁﬂ@
AP EF L QT RS ORHEANEI LT WBENNH 5720, 10mg &2 EIRETDEZ ENEE LU,
Fiz, &EHIZ %LTi%%@ﬁ EREEECBIEL, EEICEREGTZLE,) LE3nTWD

2) KA G-
fERER N (CYP2C19 O PM ZLTREM 4 5 f) I A> 275 10mg &2 1 A 1[H 21 AREKERD
$e5. U7z, CYP2CI9EM #£. CYP2CI9PM BEDWF U IBUNT & M i B 13 4% G-I /e iR & (2
Lﬁb CYP2C19EM BECld# 5 15 H H & TIiZ, CYP2CI9PM B Ciddk 5 19 B H £ TIZIREE IR
REIZ3E L 72, CYP2CI9PM D 21 A M AE#H G-#123F1F % Cmax AUC KN T, DVNF U E  CYP2C19EM
Eiktt%xbfrﬁﬁﬂnmfﬁf%ot D, 7.2, 9.1.2, 16.6.4 BH]

RVI-2 . RERSFHOEVEE/ NS A -4 (5521 BE)

CYP2C19 Cmax Tmax AUCy 94 T

i (e (ng/mL) (hr) (ng * hr/mL) (hr)
EM 26.8%6.1 3.0%=1.0 506132 37.7x£7.5
PM 53.9%12.9 6.4+3.3 1094 =266 57.8%t14.7

Mean=*S.D. . n=b
W) EM : CYP2Cc19*1/%1, CYP2C19*1/*2, CYP2C19%1/%3
PM : CYP2C19*2/%2, CYP2C19%*2/%3, CYP2C19*3/*3

<BEBFUSL 16.1.2 L VEEEE>

,17,




3) AL [ S 1 R

T2 AT LEE 10mg (A

[ 3 EIRE D AW LR SRR T A BT A VO~ IEIZ DWW T (B 2453 A 19 B3R
BHEBIH 0319F 1 5)

TAHE BT T AEE10mg [BHIG] E L2737 alElong 2, 7o A4 — =Bk FnEh 1 §E
(mATZa 7T 5L LT 10mg) (EEMAS TICHA HERE 0 G U Tl R 2L IR IR B 2 1
FEL, SOy aEEe T A —% (AUC, Cmax) (Z-DUNT 90%(EHEIX MIEIC THREEHI-IT 21T - 72
fEH. log (0.80) ~log (1.25) DHFPANTH V. WHI DLW FIREIENHER S D,

—e— TAY %17 T AEE 10mgl WG
o L7 7 agEl0mg
(Mean +S.D.. n=49)

FEEESUN O v N HISS
=

144 163
R (hr)
RVI-1 : 10mg SEREFFDMBRTR 8 0TS LREHR

RVI-3 : 10mg SEIREFDEYBE/NNS A —4

B I HIEAT A= BEART A
o e AUCt (ng+hr/mL) Cmax (ng/mL) Tmax (hr) Tiz (hr)
f;ﬂp;;gufﬁbﬁ 1omel 426.9+131. 5 15.1+2. 94 3.0+1.0 31.0+11.5
L %7 ok 10ng 49 440. 25147, 5 15.3+3. 26 31E11 31.1£9.0
Mean=£S. D.

(AR AN TNT AUC, Cmax %D/ T A — 203, YRHE ORI (KR OLRIBIEL - R % OB S
HC K> TR DR B 5,

TR H 1T T LEE 20mg (A

TRAVE BT T AGE20mg BRG] 1%, TE &SR 280 BRRA O AR SGERBR T A K F
A2 (BR243 A 19 BfF, 3RAEREIHK 0319 1 5) IS, =R ¥ a7 T A6E 10ng [H]
1R AAEERIRI L L7z & & IRHEEINE L, AWEiicRSE L sn= Y (TIV. 9. IR
DIE HH),

(3) i
DR L

,18,



bEE - tREDEE
1) BFOFE
R AN (17 B) IR T ULEIERERZIC= A ¥ 07T A 20mg ZHEROKGF L
& &, Cmax MOV AUC IZWEE CHIBHFAMAEZITRD T, BREOEEIIRD LR 2
GNEAT—%),
<EBAUXL 16.2.1 X v#Rit>

2) PFHFE D8
Ox=A2v v 77 rERAWEHRBRORE
1. ARATT T —
fdEFEE N (16 f5]) [ZA AT TV —)L30mg 2 1 H 11016 HREXERAKESL, 5 HRIC=AY
277 5 20mg EOFHROEGF LIzt &, 2 AU X a7 T A Cnax ([ZITHEITEED D7
MoT=n, AUC A LG5I BEF L2 (GMEAT—%), [10.2 BH]
.o AFT
fEERERR A (16 fl) (23 AF P 400mg 2 1 B 2[H 5 AFIKEROKEE L, 4 BRICZ AV Z
75 A 20mg AR OBEF Ll X, =X ¥ 17T AD Cnax 1T S0 >
7223, AUC 28 1. 72 51 ER/- L7220 UEAT—%), [10.2 ]
fii. A h7mr—1
RN (16 ) = A 27T AaERA%KE (10mg/H % 1 MM, 5l&#HiZ 20mg/H
Z 3 M) L. &&&EG5H (28 H) I2A MY re—/L 100mg Z0FARRO#&EG L&, A b
Z'mr—/L® Cmax K OVAUC A2 ALEI 175 fi%, 2. 27 fFIC ER U720 GHE AT — %), [10.2
Z ]
V. TV TIIv
R (20 f5) (AT ZuTT Ae AERE ARG (10mg/ H A 18R, 5 S#HiE 20mg/ H
Z 3 L., &#&EER (28 H) 17 v 77 v 50mg (EWNBIET IE) Z0FHROESL L
L&, FTUFT I U0 Cmax HONAUC BNENE 1. 41 £, 2.07 fEC EH L2 GHEAT
— %), [10.2 BM#]
v. U MFEN
R A (18 ) Ic= AT Z 75 A 20mgF & U FFEJL 600mg ZOF R O#&EG L&, =
A BT T ARk N FELOEMEIRRICEE IR b2 GREAT—4),
<BFIRX 16.7.1 L vizie>
VI 7. #HBAEH ) oIS

QTAIHAUTTLIDT IR THLHY X T T A (ENKREE) & HO 7B
i ARRATawT
RN 8B 2y Xu7 T A 40mg 2 1 H 1A 10 HEEROBEE L, THHICLVEAT
<Yy 50mg ZOEAROEEG Lzt &, VXTI ALKV RA T u~ T OIEMEIEICE
BITERDO LN o720 EANT—4),
i. RV TV T A
RN (174 (oo u 7T LaKEROks Qomg/H % 7 B, 51X #Hix 40mg/ H % 23
HR) L. B&&5H BOH) IChUTYF40.2omg ZPFHEAOEEL-LX, v 2T
AR NKY T YT AOEYBEICEEITRO b o72 ) GMNEAT—4),
ii. IR
fERERRA (12 B) ICH N~ BB 2 ER O S (100mg % 2 [8]/H % 3 B, 51 & X 200mg
Z2[El/B% 3 HM, 400mg/H%Z 29 Hf) L, 22 HEX VD> # v . 40mg % 1 H 1[F 14
HREIERARO#EE Lz & & WA~ B Y Oy ERBIC BTG bano7z 0 (4h
EANT—%),
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v. BBV R
fEFERRA (26 B) 2o X7 T h40mg 2 1 B 18] 11 BEKEROD&ES L, &&Es5Ha (11
A)ICEEY R2mg 0P AOHREG L & EEY FOEYBEIRBICEEITE O b o T,
—J5. PEHBED QTe XV T FHEMEL 5L EA_NEEICERE L7 QTc OR—Z2A T A4 InH D
Al & - PRI 9. 6~14. Imsec, BMBEEF} 2. 1~2. 3msec) *© (FFEAT—%), [2.3,10.1 &
e
v.7 hatry—u
Rk A (17 ) (2o Z a7 T A 40mg OV k2 —b (REOFNLENARIETE) 200mg %
PR OREG LIz &, 2077 AOEYERBICEEIIGERD b hoTe, £/, 7 ha)
VB B L X A R 3 — L Tmax (BIE (BEFRE 2.4 FER. BOMEE G 1.9
Hif]) L. Cmax 23 0. 79 I T L7223, AUC RONT, L lZFRRE TH 72 ULEAT—4),
vi.ULv7 7Y
RN (12 61) (v Za 775 40mg 2 1 H 1\ 21 HEROEEG L, 15 HEICU LY
7 U 2mg AOFAROBEG L&, SULTF U RO REULT 7 U o O EIREC 5
RO BN hote, o, fHHABO Y B Fo v BV OKRKIE Rnax) X070 he b
VRE IR AR N RS (AUCe) 1X T V7 7 U B GRS L~ BN L 7= 23 2 o B8N
DOFEFEITEE T o 72 Rmax M O AUCy, : JFFEE 26. Tsec TN 3260sec « hr, HEAHL 5. 25, 1sec
¥ 3098sec « hr) 0 (AMEIAT—#), [10.2 &H]
vi. V¥
R A (116 (22 7T 5 40mg 2 1 H 1[0 29 HFRKER DG L, 22 HRICY I %
ring ZPFRRABE L X, 22 u T T AR TR OEYEIREICZEIIRD b
otz GMEAT—4),
vii. U 7 A
R A 8 fB)) (v X7 T A40mg &2 1 H 1 10 HEERODEEG L, 3SHEANST7HH
EFTUF U A30mol 1 H1MES5HEREHARAREGLIZEE, 47T LK FU
LOFRMENREICBITRD SN o720 UHEAT—4),
<BAUX 16.7.2 X v#Rie>
HAAOAR I NI HE - A&, EE, A=A Za 775 LClmg 2 1 H 1BV EZRICED
BET 5, P, ARl ERICE 0 EEEKT 528, BET 1R EOMEE 51T TITV. 1B R
T 20mg AW T 5B, Thb,

2. EYMEERINS A4

() R 73i&
R L

(2) WR UL FEE 7 4K
HEERR L

Q) HKREEEH

A4 TH R R ko (hr?)
TR H T T LEEOng [HA) 0.0247-0. 0073
(RN B - IR G, P AR YE(R 72, n=49)

DHOIYTIUR
BN v P
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4.

5.

O) N TBEHE
fdERR N (CYP2C19 @ PM K TNEM 45 6 f3i]) (= A Z 1175 L bmg, 10mg, 20mg % HE[EFE O %5
L7= & ZOBPMTFONAEFE (V2/F) 11 872~1053L T 7= 2,
<HEFIRX 16.3.1 X vi#zig>
HARNOAR SN HE - AR, T, RAKIET AT Zae 7758 LT 1mg 2 1 B 1B B8%ICRO&
95, 723, Fh - ERICK D EEHET 523, BEE DEMU EoMEE H T TIT. 1 B AR
20mg ZHZRNZE LT D) ThD, £lo. REOHE - HEICBEET 2R TIE, (TR EER.
B, BRAIIC CYP2C19 DIEMERKIB L TS Z LB L TV 5 83 (Poor Metabolizer) Tik, AHKI
OMmAFEEN EH L, T ERSOREABBE LT VWRENAAH S0, 10mg & FRET D ENEE
LW, Fo, BEICEL UTREORBZEERCBILE L, HEIIR5TL2L,) L3hTns,

(6) Z Dt
A L

BER REaL—2aY) f#i

OF Ziv-E
AR L

(2135 *— 5 EHER
LR L

M 1R

AW R EOR =R

T2 AU TTEADTEIRTHHIZ 7T A 40mg B A 12 FlICHEEROES L& x4k
MR RIZ 79. 5% T - 72 3 (FREAT—4),

<BEBTFUSL 16.2.2 L VEEEE>

Fo. LTOWMERH D,
TRAYE BT T MIHEEN SRR S D P,

kil

(1) I % — A B P9 i 1
(V. 2. ) 1ERHBAL - 1EABE ) DHS R

(2) Mm%k — BEEERE P @B
VL. 6. (5)4F45] DIESRR

Q) Eit~DFBITHE
[VII. 6. (6) #%3LiF) DIESM

() BB~ OBATHE
LR L

() Z DD BEE~DIITIE
HEERR L
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(6) MIRERFEEER
b MISEIZ= AT Z a7 T A (20~100ng/mL) 2N LT- & &, Kiet L7z REEFPHIC BT 5 A E
HFEARITEE—ETHY . TOFEHEILE5. 4% TdH -7 (in vitro, SEANT—H),
<E IR 16.3.2 X0 #xiE>

6. K#

() X SHER L B X B RR
TAYH BT T ATEICCYPCI9IZ LD T A F LA~ S, £72. T A F I BIE~DOHHC
1%, CYP2D6 }z O} CYP3A4 23542, 7 AF/ULIKIL CYP2D6 (2 L W ¥ F A F ALK~ & 5 30,
T, mATVE AT T AO—FRIE CYP2D6 HDHWIEE /) T I U AF X —BW NN T VT & Rg(k
BEEIZ LI S VA FH A REHDZWT T e A VBEICRE S ND 2 ERgEEN TS
030 A ARTT AT, FFETINLEICERI %R, TOEE, HDH NIV
BRI A R e L CRPICHRIE S NS £ B2 b5 7, [10. BH]

<BFUSL 16.4.1 XL vi#izit>

Q) R#IEAE5I HBFK CYPF) DnFiE. FEE
[VIL 6. (1) AREENA & ORI DHS ]

) DEEBHROHRRUZ OFIE
LR L

@D RHEVOEHEDEERVENL., FELSE
EFRRNIC AT Z 07T MBS D WIIEROEE LTz & & O Cnax LTVAUC 1T, = AT ¥
R7T 5T AFAUK, DT A FNMAURDIEIC 82Tz, £io. VT A F AR R PRt
TRAIEOATT EHDHWET A FIALRIZ R L TED - 7= 27,

<FEBTFUL 16.4.2 XV EziE>

7 . HEit

fatBER L (CYP2C19 @ PM L OVEM 4% 6 f3]) IC= A #1175 A bmg, 10mg, 20mg & H[EIFEA#5-F L
Tl E, BE5% 18R E TCOT AT Z v 7T AORPYPRIEERIT, CYP2CI9EM £ Tl H-&D 12.9
~13.2%, CYP2CI9PM BETIX 21.2~21. % Tho7=, F7=, KA (CYP2C19 D PM L TN EM £ 5 i)
I AvZu7T 5 10mg 2 1 H 1H 21 AMRERAKRS L L &, &&E&RG% 24 FlE Tox
A AT T AORFYEERIE, CYP2C19EM BETII & 58D 17. 4%, CYP2C19PM #ECIL 30. 7% TH -
722, [7.2, 9.1.2, 16.6.4 BM]

<EFIRXL 16.5 KV i#zit>
HAFNOER SN ME - ARZ, D@, AKZT A Ze 7T 0L L T1lng 2 1 A 1 Y BHICRAZRE
T2, 72B, HEl - BRI L 0 EERERT 22, BEd LEMU EOMREE S TITV., 1 B R 20mg
BN LT D, ThHhDH, £, AEIOME - HEICBEET 235 T, TF#RREERE ., S,
BRAIIZ CYP2C19 DIEVEN K L TV D Z EAVHB L T2 3 (Poor Metabolizer) Tidk, AH| i H R
RER L, QT EESORERREBR LT VBTN H 570D, 10mg 2 ERETDZ EREE LV, £/,
BHICEL UIBFORBLEERERSBEL, HEICKET LI L] LSnTWD,

8. FSIURKR—E2—IZEHT H1EHR

YR L
9. BZHFICLBAKRER
YR L
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10. HENERERI HEE

11.

(1) B inehad B
TAVHEOTTEADTEIKRTHDLIUZ T T A 20mg & BHERENMET CRERIKIE® & : 10~
53mL/min) L7-BE 7 HNCHEREOEE Le & & BN & H# LT T, 13 1. 35 fF4ER L, AUC ($¢
HETHIE) 1 1. 24 %12 B L7223, Cmax (BHETHIE) . Tmax X ONVz/FIZIZIERFEE Th - 72
GrEAT—%), [9.2.1 /]

<BFUSL 16.6.1 L ViEizgE>

(2) Friners & B

TAVHET ST L 20mg B ~FEE (Child-Pugh 230D A XU B) OFFHERES F A 8 HiliC Hin]
BOBES Lz & x| ITHEEEEOREICIS U TAIC 28 B5A L, 8E, TEEOITMERTEREEICE
F % AUC 1T, HERERADOZNEN 13T %, 1.6l Th-72" GMEAT—%), [7.2, 9.3 &H]

<FEBAUK 16.6.2 L ERE>

HAFIOAR SN ME - ARIZ, DAY, BAKIZZ AT 27T 0L LT1mg 2 1 A 1 Y BHICRARL
T3, B, FE - ERIC K0 BT A%, BRI 1 RS LRI A & TV, 1 B Rl 20mg
EBARNCEETD, ) ThDH, o, AKIORE - HEICEETEETIE. TIFSRER S BE . &g,
AR CYP2C19 DIEMEN KA L T D Z LAV L TV A B3 (Poor Metabolizer) Tik, Ao ifn Hp i
NEFL, QT EREEORIERABRH LT WEBZNRH 5720, 10mg 2 FRETDZENEE LY, F7-,
BB L CIEEOREZERRCBIR L, MECESFTH2L,) LE3hT05,

(3) Ffing
TAYHA BT TN 10mg, 20mg &N 30mg AR THARR N EF Lz & 2 ominE (14 #i, 65~73
%) (23D Cmax (ZIEmEnHE (15 i, 19~35 %) LFEFRETH o7, AUC KO T, 13FEE lnH &
e L CENEN 1.29~1.35 fi%, 1.48~1.53 (5 LR HHVIFIHERE L2, /o, = A F a7 T A
10mg # 1 H 1[F 21 HEIKEROESG Lz EomimE (18 f#l, 64~80 k) I[BiJhHr= A2~
F LD Cmax K ONAUC 1E, FEElE (18 fil. 23~35 %) DFNFI 1.34 fi5, 1.50 2l FR-L7= W
GMEAT—%), [7.2, 9.8 ZH]
<BFURX 16.6.3 L vizie>
HAFIOAR SN ME - ARIZ, DAY, BAKIZZ AT 27T 0L LT1mg 2 1 A 1 Y BHICRARL
T, 7pE. AFEE - FERIC L EERIT 228, BRI 1R ORI A B CITV, 1 H B T 20mg
EBARNCEET D, ThDH, o, ARIORE - HEICEETEE T, TIFSRER S BE . &g,
TARMINZ CYP2C19 DIEMEN KA L T D Z LAV L T2 B3 (Poor Metabolizer) Tik, Ao ifn Hp i
N ER L, QT EESORWERANEE LT WEBEARH 5720, 10mg & ERETDZEREE LV, £,
BHICE L B OREZ EEEBIE L, BEICESTHI L, LERTVS,

(4) W IHE R OIETEP BISHIC KA L TV D

1) CYP2C19
(7.2, 9.1.2, 16.1.1, 16.1.2, 16.5 ZMH]
2) CYP2D6

TATH O T T BB O# G5 2 OITERIRNEG-F L= & & CYP2D6PM 1Z81F % Cmax
S OYAUC 1%, 8 f5ilH 1 T CYP2DEEM (281 DEDOENEN 1.2 5L 1.3 fFTH o7, fild 7
Tl CYP2D6EM & [RIFEE CTH 7= WEAT—H),
<BFURL 16.6.4 L vizie>
HAROAKRSHIZHE - AT, TEE., RAKIZZ A2 558 LT 10mg 2 1 B 1Y EHZICRAO#K
4%, ek, R - RIS X0 BRI 525, HIEIE 1 EE EoRMRE S TITV. 1A B AR
20mg HR RN L ET D, Tho,

T D fth
LR L

,23,



el (EFRLOIESF) ITBEI HIEH

NEEZNDIER
N TW N

h=(11(8 Hlll%
Xa
7 O

A3

BEEANBEZTNEH

225 (ROBHICIFZS LRI L)

2.1 AFIORA R UBBUE OBEERED & 5 B

2.2 BT I EAEBER (MA0) PREA] (B LFV AR, 79X AV, T 4R
RASVERHE) ZfHd s 50 35 d R 14 ARLINOBRE [10.1, 11.1.3 BE]

2.3 Y R PoBs [10.1, 11.1.4, 16.7.2 ZH]

2.4 QMIEE DB 5 BF RN O IERAEGRES) LOSBH (torsades de pointes Z & 1), >
EX QT RS OBEREES R T 0nb 5, ] [8.7. 11.1.4 ]

MAER (FHRICEET S FE L TOEH
(V. 2. BHESURS R BT 5 IR 2B 6 L,

RZERUVRAEICEET HEE LT DEHH
(V.4 RIER ORI BET 5 EH) 25052 L,

EEGEFRNIE L TNER

8. EELERNIEER

8.1 S DERZETHIRFIIMERIEN SV, BREEHNOBZENRNH LD T, 20O L) EFIX
G BRB R b R EBEEZ LT T ABICITHREORER RO L 2 EEEL BlET 5
Zb, [6.1, 8.2-8.4, 9.1.3, 9.1.4, 15. 1.1 BM]

8.2 N4z, Bl BlEE. N=o V7 RIE, RIR. GRIENE. WO, BCBEM, \mEIE, T U7 /R
EEE AR, BB, BORERL LN I EBRREIN TS, 2, REBEFRIEFHALATIE
IRNAY, T OFEIR - 4TEh & Sk LIEGNC B W T, R BOEN T EZEE, BN,
BT ADRMEI N TN D, BEOREEWREOELZERERBIEIL L LEBIZ, Znb
DOFEROHENBE SN H AT, REEAEET T, RAIEL, FILT 57 Lt
WiEZ4T5 Z &, [6.1, 8.1, 8.3, 8.4, 9.1.3-9. 1.6, 15.1.1 ZM]

8.3 HEAHMTOBERHZEi<7T=D, BERMEMNFED LD BEITLST H5A12IE, 1ESO
W A A RNRICE En e, [6.1, 8.1, 8.2, 8.4, 9.1.3, 9.1.4, 15.1.1 BM]

8.4 FIEHFICHRSESCARMM, WA, BB, SRS OITEI O b OFEER B LN
HHbd ) AT FEIZONT R LTV, ERE BEIOERZIRY 69 X o8I L,
[5.1, 8.1-8.3, 9.1.3-9.1.6, 15.1.1 &MH]

8.5 IRK. ®EWVWERHLDLNDZ ENHDHDOT, AAIEEFOREIZIT, HEHEOERS LR
ZRE O MR A BET DRI P EE S YD 2 L,

8.6 fxhHHIk (ZBARDHIL) ITLV, A%, B BE FEMEDE Vv, R, 3R A OVEL
ERbHLbbIDZEnmEINTWD, HEEZHIET 2855121, ZAROFILZRT, BEOD
WREABIE LN LR IHET D Z L,

8.7 AAIEEIZ LY QTIEENHLON TS Z b, DMEREELZATLEEICH LT, K
H OG- %M 5N LIEROREICERZL Y Z L, [2.4, 7.2, 9. 1.1, 11. 1.4 &]
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6. BRENDERZHI 2BEHICHT IR

() EHE - BEEZEOHLEE

9.1 BHHE - BMEREOHLEE
Q1T ATEREZRCIIVRIDHZIEE

(7.2, 8.7, 10.2, 11.1.4 &M]

(1) ERALGRIKREDTFERX I ZOREREDOHDLEE

(2) S -MHELFEDESE

(3) BHY D LMEDEE
9.1.2 CYP2C19 ;EMIEGHICRELTNSEE

[7.2. 16.1.1, 16.1.2, 16.5, 16.6.4 M]

9.1.3 BERSEXIIBERTLHOBRENOHLEE. BRTEDHIHIEHE

HASE., BAREMIAH LD Z N D, [6.1, 8.1-8.4, 9.1.4, 15. 1.1 ]
9.1.4 BS5OREHE

Ein, ARCHRLLONDZENBH S, [6.1, 8.1-8.4, 9.1.3, 15. 1.1 H]
9.1.5 HNDFEMEEXIHMEXFEDREADHSHEE

MRS HEEST S Z LB 5D, [8.2, 8.4, 9.1.6 ]
9.1.6 BEIMABWVHEFEESZETHEE

MRS HEET S Z LB 5, [8.2, 8.4, 9.1.5 ]
9.1.7 TALAZEDEEREBERIIINODBREFEOHLIEE
FOBRNEREL T nb 5, [11.1.1 BR]
9.1.8 HMNDERMZESHIEFZHALTLIESE, HIERXXIIHOEREDH S EE
HIME SRS 282N d 5, [10.2 2]
9.1.9 FAERAKNEDESE

REEAAZRZ L, ERDNELTIBEZNRH D,

(2) BHREEE R

it

i
M

9.2 BHEEIEES
9.2.1 BENBEHIEEETDHIEE
AR VT 7 AMET L, IPEEN ERT28F00H5, [16.6.1 ]

Q) FFHrElEEEE

9.3 MFHaelEERE
KENDO2 VT Z7 o ABKT L, MHREN EATL 8200365, [7.2, 16.6.2 ]

Q) EEREE R T 5F
BIE STV

(5) 4Eb%

9.5 T4

BEAR SAFIER LTV D ATREME D & 5 VEICIE, 1A Lo et s Lla s s b
BICOREET 52 L,

9.5. 1 AfERAFERER (7> ) ICBWT, BABBEREZBZ 58 VIBREICLREHEE (IR
HED. BAGEE) KOHAEROKETROBMNED vz, 72k, BmER (v b)) 128
W, ETTAERITERD BTV,

9.5.2 RFDOTZEIERTHL VX uT T AOEBEFBERR (7 v ) 1I2BWT, LIERD
B2 T HRIEEOBEMPED Sh, HFRBRICBWTIERO bR o7,
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7.

9.5. 3 IR AHH 5 EAthod SSRI, SNRI % %G Sz idimns 6 HA LA RiIcB W T,
ABEHIMOIE R, PR, RERBEZLE LT 5, %Mﬁﬁkﬂﬁmﬁﬁ#mﬁﬁ% 1)
bl ORENRD D, BRFTR & LT, HREE, 77/ —8, W%, BIE, AR
PEsE . mEELRETE . ek, (RMBEE, SRR, SRR, KETUE, Rk, Ko, 5
M, gt ORL & NG SN TV 5D,

954ﬁﬂmﬁiﬁﬁmﬁw1\ﬂ%$ WCARFIDOT EIKTHDHY X 0T T LEETeho SSRI %
B INT TS 6 HAE LA RICBW T, FrAERBIEMMELTEED U X 7 MNEEIM L7z &
DHENHD W 209 b 1 SOFETIE, 1R 34 BLURICAEE A RICB T 2 54E R
FEIEMENT ) I EAERS D U A 7 Hid, ERFI O G5-TIX 2.4 (95%F X 1. 2 4.3), IEIRR
R OB OFETIE 3.6 (95%EHEXM 1.2-8.3) THo7z ",

(6) ZEF.IF

9.6 R7Liw
R EOARMER ORARBOARIEZ BB L, RAOM UTT 2G5 2L, v MRk
HP~BATT L LGS TS

(M INRZF

9.7 INRE

9.7.1 /INREZ%SH L LA Ot 2 b U2 RRERII MG L TV 72u,

9.7.2 WA CEMEE Iz 6~17 DK D DIFtEREE DSM-IVIZEIT 208 BEExGE L=
Z 2 AR OEERFERIZIBV T, W41ﬁ®$%fﬁwiﬂﬁafﬁﬁwot&@ﬁiﬂ%é@
[5.2 ]

8) ZEnE

9.8 SrE
FAEICHEE LT, BEORELBIELNS, HERICEG T2 L, @i CoRYERERER
T, MEPEENEVEA D 5N TW5, [7.2, 16.6.3 B

fHEER

10. B E1EH

AFNTEIZ CYP2C19 TUHF S 4L, CYP2D6 K TN CYP3A4 HAHNCEIE L CTW\W5b, [16.4.1 HHR]

(M BEREZS L ZNDER
10.1 BEFAZES BFRALAZWLI L)
4 ERARSELR - $ 18 5 E By - fEbRIA
E 7 I UBMEEESE (MAO) BHERIE e h=EREER S bbb 2t b= O fENIHE S
T LX) ENRDDH, MA0 BHEAIZE SR HIL, MNE e = RN
T7E— HWVEEERIEE 14 HRIUND|[EED B2 B,
THXY A VIR BEICIZEG Lanwo b, 72,
VAPAZ/AN AFNP 5412 MAO BRLEA % B 5+
P74 R A UIVER DEEIIE, 14 BRI EORIE %
77 4F HITFHZ L,
[2.2, 11.1.3 ]
[ SN ARANDT IR THL X a7 T BFIIARHATH S,
(2.3, 11.1.4, 16.7.2 &M] LAEVEVREOHAICELY, QT
TERENEBH LI EDOREND 5,
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QHRAZFELENEH

10.2 ftRERE (BRICEET S &)

A4 5

BEAER - FEE Tk

P - fERIE T

tu b= AEHEK
NN ES S
S N R SV DA/ -3
-
BRI Ee b= BHERYIAARM
EH
tr h=EiEEmE L-FY
N7 7 ) EA AT R
b~ R LR
YRV U KR
RIEY F 7 L
A3 oA XY VU (St
John’ sWort, B>k« g —v
XU—hF) GHESN %F
[11.1.3 ]

tu b= VEEREEORER F=2
TERIZ L DIERB B HbND T &
NhHoH, ZNHLOEMEHTSD
BRICIFBEZ 01T 2 &,

ARAENIEE =B A
HHEERZAT D0,
BrACk Y, B h=1E
HANHERT D2 835D,

AF T A == Ak
(AF LT N—)
[11.1.3 &HE]

AFNTF == 2
KF#IE MAO FREVEH 2 A
T57-0, tu b= 1EH
BRSNS,

o,

ZERRPLD O

A 7T I U

7 a7 U
v N TTF AEREE E
Tz ) F TV RPUEMIEA
YARY R
TFu Tz ) RPUREEA]
gl R—)u
PURIEEJRA

7 VA = NEERHE
PASPAVAEIVANS 1 3 )
[16.7.1 BH]

IS OFEF O M PR EFY
LBRENDRHDLDT, ZhboHK
FlaEdT o EETsZ L,

AFN Z 16 O FHF O
ez ThH 5 CYP2D6 A PHE
THZEILLBEEZDN
50

3 HET
A N7 a— AR
[16.7.1 ]

A NS aa—LomfEEN FH
THEBZENRHHDOT, A IR
O—VERETHIREFEETH
L,

VAFTU
[16.7.1 ]

AFIOMAEREN LRS5BT
WHHDT, KFleET o0 E
EETHI L,

FATS T =)
TG TT =)L
F U u ey R
[16.7.1 ]

TR TV BIAREN O
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KE DR SCE 8.1 Pregnancy
(2023 4E 8 H) Pregnancy Exposure Registry

There is a pregnhancy exposure registry that monitors pregnancy outcomes in women
exposed to antidepressants during pregnancy. Healthcare providers are encouraged
to register patients by calling the National Pregnancy Registry for Antidepressants
at 1-844-405-6185 or visiting online at
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https://womensmentalhealth. org/clnical—-and-research—programs/pregnancyregistry/
antidepressants/

Risk Summary

Based on data from published observational studies, exposure to SSRIs, particularly
in the month before delivery, has been associated with a less than 2-fold increase
in the risk of postpartum hemorrhage.

Available data from published epidemiologic studies and postmarketing reports have
not established an increased risk of major birth defects or miscarriage. There are
risks of persistent pulmonary hypertension of the newborn (PPHN) and poor neonatal
adaptation with exposure to selective serotonin reuptake inhibitors (SSRIs),
including LEXAPRO, during pregnancy. There are risks associated with untreated
depression in pregnancy.

In animal reproduction studies, both escitalopram and racemic citalopram have been
shown to have adverse effects on embryo/fetal and postnatal development, including
fetal structural abnormalities, when administered at doses greater than human
therapeutic doses.

The estimated background risk of major birth defects and miscarriage for the
indicated population is unknown. All pregnancies have a background risk of birth
defect, loss, or other adverse outcomes. In the U.S. general population, the
estimated background risk of major birth defects and miscarriage in the clinically
recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations

Disease-associated maternal risk and/or embryo/fetal risk

Women who discontinue antidepressants are more likely to experience a relapse of
major depression than women who continue antidepressants. This finding is from a
prospective longitudinal study of 201 pregnant women with a history of major
depression, who were euthymic and taking antidepressants at the beginning of
pregnancy. Consider the risk of untreated depression when discontinuing or changing
treatment with antidepressant medication during pregnancy and postpartum.

Maternal Adverse Reactions
Use of Lexapro in the month before delivery may be associated with an increased risk
of postpartum hemorrhage.

Fetal/Neonatal adverse reactions

Neonates exposed to SSRIs or SNRIs, including Lexapro, late in third trimester have
developed complications requiring prolonged hospitalization, respiratory support,
and tube feeding. Such complications can arise immediately upon delivery. Reported
clinical findings have included respiratory distress, cyanosis, apnea, seizures,
temperature instability, feeding difficulty, vomiting, hypoglycemia, hypotonia,
hypertonia, hyperreflexia, tremor, jitteriness, irritability, and constant crying.
These features are consistent with either a direct toxic effect of SSRIs and SNRIs
or, possibly, a drug discontinuation syndrome. It should be noted that, in some
cases, the clinical picture is consistent with serotonin syndrome.

Data_

Human Data

Exposure to SSRIs, particularly later in pregnancy, may increase the risk for PPHN.
PPHN occurs in 1-2 per 1000 live births in the general populations and is associated
with substantial neonatal morbidity and mortality.
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Animal Data

In a rat embryo/fetal development study, oral administration of escitalopram (56,
112, or 150 mg/kg/day) to pregnant animals during the period of organogenesis
resulted in decreased fetal body weight and associated delays in ossification at
the two higher doses [approximately > 55 times the maximum recommended human dose
(MRHD) of 20 mg/day on a mg/m’*basis]. Maternal toxicity (clinical signs and decreased
body weight gain and food consumption), mild at 56 mg/kg/day, was present at all
dose levels. The developmental no—effect dose of 56 mg/kg/day is approximately 27
times the MRHD of 20 mg on a mg/m? basis. No malformations were observed at any of
the doses tested (as high as 73 times the MRHD on a mg/m’® basis).

When female rats were treated with escitalopram (6, 12, 24, or 48 mg/kg/day) during
pregnancy and through weaning, slightly increased offspring mortality and growth
retardation were noted at 48 mg/kg/day which is approximately 23 times the MRHD of
20 mg on a mg/m’> basis. Slight maternal toxicity (clinical signs and decreased body
weight gain and food consumption) was seen at this dose. Slightly increased offspring
mortality was also seen at 24 mg/kg/day. The no—effect dose was 12 mg/kg/day which
is approximately 6 times the MRHD of 20 mg on a mg/m® basis.

In two rat embryo/fetal development studies, oral administration of racemic
citalopram (32, 56, or 112 mg/kg/day) to pregnant animals during the period of
organogenesis resulted in decreased embryo/fetal growth and survival and an
increased incidence of fetal abnormalities (including cardiovascular and skeletal
defects) at the high dose, which is approximately 18 times the MRHD of 60 mg/day
on a mg/m’ basis. This dose was also associated with maternal toxicity (clinical
signs, decreased body weight gain). The developmental no—effect dose was 56
mg/kg/day is approximately 9 times the MRHD on a mg/m’ basis. In a rabbit study

no adverse effects on embryo/fetal development were observed at doses of racemic
citalopram of up to 16 mg/kg/day, or approximately 5 times the MRHD on a mg/m®basis.
Thus, developmental effects of racemic citalopram were observed at a maternally
toxic dose in the rat and were not observed in the rabbit.

When female rats were treated with racemic citalopram (4.8, 12.8, or 32 mg/kg/day)
from late gestation through weaning, increased offspring mortality during the first
4 days after birth and persistent offspring growth retardation were observed at the
highest dose, which is approximately 5 times the MRHD of 60 mg on a mg/m? basis.
The no—effect dose was 12.8 mg/kg/day is approximately 2 times the MRHD on a mg/m’
basis. Similar effects on offspring mortality and growth were seen when dams were
treated throughout gestation and early lactation at doses > 24mg/kg/day,
approximately 4 times the MRHD on a mg/m’ basis. A no—effect dose was not determined
in that study.

8.2 Lactation

Risk Summary

Data from the published literature report the presence of escitalopram and
desmethylescitalopram in human milk. There are reports of excessive sedation,
restlessness, agitation, poor feeding and poor weight gain in infants exposed to
escitalopram, through breast milk (see Clinical Considerations). There are no data
on the effects of escitalopram or its metabolites on milk production. The
developmental and health benefits of breastfeeding should be considered along with
the mother’ s clinical need for LEXAPRO and any potential adverse effects on the
breastfed child from LEXAPRO or from the underlying maternal condition.

Clinical Considerations

Infants exposed to LEXAPRO should be monitored for excess sedation, restlessness
agitation, poor feeding and poor weight gain.

Data
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A study of 8 nursing mothers on escitalopram with daily doses of 10-20 mg/day showed
that exclusively breast—-fed infants receive approximately 3.9% of the maternal
weight-adjusted dose of escitalopram and 1. 7% of the maternal weight—adjusted dose
of desmethylcitalopram.
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An Australian categorisation of risk of drug use in pregnancy c*

* https://ww. tga. gov. au/products/medicines/find-informationrabout-medicine/prescribingmed  icines-pregnancy-database
(2023/11/27 77 & R)
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C : Drugs which, owing to their pharmacological effects, have caused or may be suspected of

causing, harmful effects on the human fetus or neonate without causing malformations. These

effects may be reversible. Accompanying texts should be consulted for further details.
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(2023 48 ) WARNING: SUICIDAL THOUGHTS AND BEHAVIORS

Antidepressants increased the risk of suicidal thoughts and behaviors in
pediatric and young adult patients in short-term studies. Closely monitor all
antidepressant—treated patients for clinical worsening, and for emergence of
suicidal thoughts and behaviors. Lexapro is not approved for use in pediatric
patients less than 7 years of age

8.4 Pediatric Use

Major Depressive Disorder

The safety and effectiveness of Lexapro for the treatment of major depressive
disorder have been established in pediatric patients 12 years of age and older. Use
of Lexapro for this indication is supported by evidence from adequate and
well-controlled studies in adults with additional evidence from an 8-week,
flexible—-dose, placebo—controlled study that compared Lexapro 10 mg to 20 mg once
daily to placebo in pediatric patients 12 to 17 years of age with major depressive
disorder. The safety of Lexapro was similar to adult patients with MDD.

The safety and effectiveness of Lexapro for the treatment of major depressive
disorder have not been established in pediatric patients younger than 12 years of
age. In a 24-week, open— label safety study in 118 pediatric patients aged 7 to 11
years who had major depressive disorder, the safety findings were consistent with
the known safety and tolerability profile for Lexapro.

Generalized Anxiety Disorder

The safety and effectiveness of Lexapro for the treatment of generalized anxiety
disorder have been established in pediatric patients 7 years of age and older. Use

of Lexapro for this indication is supported by evidence from adequate and
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well-controlled studies in adults with additional evidence from an 8-week,
flexible-dose, placebo-controlled study that compared Lexapro 10 mg to 20 mg once
daily to placebo in pediatric patients 7 to 17 years of age with GAD. The safety
of Lexapro was similar to adult patients with GAD.

The safety and effectiveness of Lexapro for the treatment of generalized anxiety
disorder have not been established in pediatric patients younger than 7 years of
age.

Antidepressants increase the risk of suicidal thoughts and behaviors in pediatric
patients. Decreased appetite and weight loss have been observed in association with
the use of SSRIs. Consequently, regular monitoring of weight and growth should be
performed in children and adolescents treated with an SSRI such as Lexapro.

Juvenile Animal Toxicity Data

In a juvenile animal study, male and female rats were administered escitalopram at
5, 40, or 80 mg/kg/day by oral gavage from postnatal day (PND) 21 to PND 69. A delay
in sexual maturation was observed in both males and females at > 40 mg/kg/day with
a No Observed Adverse Effect Level (NOAEL) of 5 mg/kg/day. This NOAEL was associated
with plasma AUC levels less than those measured at the maximum recommended dose
(MRHD) in pediatrics (20 mg). However, there was no effect on reproductive function.
Increased motor activity (both ambulatory and fine movements) was observed in
females prior to daily dosing at > 40 g/kg/day (3.5 times the MRHD based on AUC
levels). A reversible disruption of learning and memory function was observed in
males at 80 mg/kg/day with a NOAEL of 40 mg/kg/day, which was associated with an
AUC level 3.5 times those measured at the MRHD in pediatrics. There was no effect
on learning and memory function in treated female rats.
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