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ONSGon SRERIIFN 231555 DL FHI85% LI VAT 57, T 155310351 2 BB RLA
fET ORI @pl6. 8 | TR H IR A EEHERLA 0 SRR SR+ 15% O REPHIC 5 5.,
@7k
SERAE R

EBBH = X Z a7 AE 10mg THIIR] CHEMERIFIL 7 7" B 8E 10mg ([2OWT, [MEREHKLO
HA RTA 2 12HASE 4 FORBRSEM CliBA O B ORI 2 HE LR, 37X ToREk
SCHIERRTEICHEA L. IWHZEENEEL L TV D B Sz,

ABRIEOpHL. 2, {57 50 A5

BRI @pH4. 0, 4y 50 [Alix

100.0 ® 100.0

0.0 80.0 -
& b
He0.0 He0.0 |
® £
%40.0 B 2‘;400 il

20.0 20.0

0.0 © ‘ 00 O :

0 15 45 0 15 30 45
B (5

ABRIE@pH6. 8, {57 50 [l

B ()
AIBRIE@K, 27 50 [FlHR

100.0 100.0 -|
80.0 0.0
b3 ]
H60.0 | He0.0 |
& =
Ba00 | %100
20.0 20.0
0.0 O ‘ 0.0 © ‘
0 15 45 0 15 30 45
B (93) B (93)
@ HBRIA| (=R Zu7T L 10mg [BHA )
—O- HEHERA (L7 7 1 5 10mg)
n=12
MNV-1: TX42 075 L5 10mg T8RRI OBEZBFICHITHEUME




KV-1: HBBREK (TX2075L5EI0mg T88A)) RUBEHFOFFHEDLE

PRERIR Feg SRR (%) it UK D 7 e
(B9 [y v LA AR LA (%)
(ﬁgp;l'é &) 15 %) 96 101 5 Ll
(ﬁ%ﬁlé &) 15 %) 88 95 7 Ll
(ﬁ%’;&@g &) 15 %3 87 90 3 Ll
. @\@;3 k@ e | 159 88 89 1 il

<IRHZEEhC BT D[RS >

TALHETT T LEE 20mg [HYG) ©

(1% 36 E IR G D AW LR SRR T A KT A VRO —HIEIC OV T ) (5245 3 A 19 A 3RASR
FH 0319 5 1 5 - BIKK 1 ROBIHE 2)

Y e
RBRGE - BARIERG  BHRERE
ARBRTE R 900mL
ARBRIIRE : 37+0. 5°C
AR - OpHl. 2 (A AR/ HEEHRBRE 1 #%)
@pH5. 0 (D 7= McIlvaine DOFEMER)
pH6. 8 (H AR 7 R 2 iR)
@7k
[EIHEEC 54y 50 [AlfiE GRERIHO~®)
AEBRE - 12 Xy
¥1: & TORBRIRIZIBWT, 7S KUk @4y 50 [B1H5 T 30 4 LA AR HERLAI & OGRBR LA & § 1278
WHIEDN 85% X TWDH LD Tho7o%, 7S KL 85 100 BHRORBRITE T HZ & &

/N RViE

L7,
IE H U
iy A ) H e
Imle A SE SRS {82 DY iR
(DpH1. 2 FEAERLEI 731555 AN 1585 %6 LA 1
BT %6 FEAERIA DT D385 % LL_ BT
SR @pH5. 0 FRBREFN 1557 AP 85 % LI E | #2975 & & sBREUA| D LR =R
#5550 WY 2 00, UHSMBT D3R | £ 16% DOHIPHZ X 2 b D73 12{8 1
7 @pH6. 8 | B 0> T 1) i 5 K Y LA | HLL T, +25%DRIHEBAD b
D U+ 10% O I & | OB720N,
@K %,

RBREA =22 a7 T AEE 20mg [HIVR) ROMEERIF] = X2 % 0 >7'F AEE 10mg TR 1220
T, [EEPR2DBO0ERREAOAEYFHRGEHERBR T A KT A ) 12X 4 oKW
BIFN DOV HZEB O[SV AHE LA R, T TORBREIE CHIE RIS L, W 2EE23 5% C
b DM s T,



ABRIKOpHL. 2, 43 50 [A]HA BRI pH5. 0, f7:57 50 [E]HA
100.0 e - — 100.0
80.0 80.0 -
s s
H60.0 tH60.0
% %
%40,0 1 %40.0 1
20.0 20.0 -
0.0 O T T ) 0.0 O T T ]
0 15 30 45 0 15 30 45
B (9 B (49)
BRI OpHS6. 8, 847 50 [Al#x AHERIE@OAK, 5y 50 [F]H5
100.0 - 100.0 -
80.0 - 80.0
% s
H60.0 - H60.0
* %
%40_0 4 %40.0
20.0 - 20.0
0.0 O T T 1 0.0 O T T )
0 15 30 45 0 15 30 45
B (43) BERS (4)
—@- B (mALZ 7T LEE20mg TG )
O A (AT 2077 2§ 10mg THHE] )
n=12
KIV-2 : TXIAOFS5LEE20mg MBEE] OAHEEICH TARZEN
RIV-2 : REREF (TROA2 0TS LGE20mg TBAE]) RUIZEERAOTHEIHEDLER
BRI i SR (%) ' 5l 2 DIEHF D= s
o . — AN D 7= H
() e PR BT (%)* HiE
(ﬁgp;l'éﬁi) 15 4% 101 99 2 6 O3
H5. 0
(%gpm [EIL ) 1557 93 o ! ) A%
H6. 8
Gepsin | 157 90 91 ! 6 i
(ﬁiﬁ;ggijii) 1557 89 89 0 ! A%
k

& FLIE R RS 30 1 2 RAUBRIA 0 SE TR H 2R L AH 2 DYE =R O ZED fig KE

10. &5 - 2%

(DEBENDELGES - BF. NENERLGES - EICHT 21ER

LR

_10_




(2) &%

k5844 LT RE
PTP A3 100 &£ (10 $£X10)
TAVH 0T AEE 10mg [BVR .
me P RTaE R RAA) 300 6
TAYH T T T AEE 20mg [FHIA] PTP /% 100 & (10 £E X 10)
Q) FlEE=
M ER e L
Q) BEROME
PTP @3
PIP o — F t BRIRARV A LT 00, THI=0 AN
Ny R R T L
5o
INT

Ahv:R)=FL v
s
RyFr Ry 7ar’ L
DY RY =T L

56 MK
11. ARSI 5EME
M LR
12. ZhOih

%Y LR
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ABEICET HIEH
MEEX IR
520%% + 5 DIREE, #EF

=
DEXINRICEET 5FE

=
=

5. %8k - HIRICEET HFE
(Zhaek@)

5.1 H1H SHDEEIZL Y, 24 U TOEE T, AREE, BEENDOY 27 3#1N4 2% & o
ERH LT, AFNOEEICHT--oTiE, VAZERXT7 4 b E2EETHZ L, [68.1-8.4,
9.1.3, 9.1.4, 15.1.1 /]

(32%" - 3 DKEE)

5.2 KH% 12 AR DOK 5 DptEEEEF I G T 2BBICITE S 2 HEICHRFT 562 &, [9.7.2

Z ]
(HEFRES

5.3 HARLEEOZWIL, DSM P LU 2B LI LSS EEICHM L, LEE T8
BCOHREGET D L,

1) DSM : American Psychiatric Association CKEFGHESE) D Diagnostic and Statistical
Manual of Mental Disorders Cf5fHEHBDOZW « Hiit~==T /)

AERUVAE

() AZERUVHAEDMEER
WHE., KAIE=AT2Za 77 5 LT limg 2 1 H 1 EYRBBICRAKRET 5, i, Fin -
JEMRIC X 0 B EHET 22, #ET 1 AR EORFEZ H i TITv. 1 B &E AR 20mg &
2N L ET B,

Q) AERVHEEDERTERE - 1B
M ER L

RZERUVAEICEHET H5IE

1. % - REICEET HEE

1.1 AKFN OG- EITMER/NRERD LS, BEZLICEEIZBEZ LR ORETHZ L,

7.2 IFkkrefEE B e S . BEMIC CYP2C19 OIEMENRKIB L TWAD Z LAV L TWA B
(Poor Metabolizer) Ti., AFIOIMFPEENS FH L. QT IEEEORIEHNBE LT WVWEB#
NMnHDH72D, 1omg & ERETDHZENEE LY, 7o, HEICBEL UIREDOREL FEER
<BlEL, MEICEETAZ 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 ]

5. BRERALIE

MEERT—2/1\vH5—2
YLD

(2) B PRSI BR
LB L

_12_



Q) RERICERFRHAER

REERR L

(4) #REL AT ER

1) BANMERGEEAER

(929 « 2 DIREE)

[ PN 55 TLAH AR BR
KIOOFHEEBREZFRLE LT, TAVEA T T LAY 20 (222054 LT1H
10mg X1E 20mg) . 77 ®AXiF v X F SHEBEKTIY (NedeF L LTI1H 20~40mg)
Z S S U5 5E . FEIME H T 5 Montgomery Asberg Depression Rating Scale (MADRS)
BRFEOBLEIITROLEBY THY, =2 X 77 A (10mg LU 20mg JEERE) O TR
Wk D B R ST,

B R O EBIEH ORWERRBBEE L, =X %75 A 10ng 5T 63.3% (76/120 fi) .
TAVE T T N 20mg FHEET 75.6% (90/119 ) Th o7z, FEARFEIEAIL, 10mg £ 58Tl
AR 15. 0% (18/120 ) . HE.L» 13.3% (16/120 ), FEMED F N 9.2% (11/120 f), 20mg % 5-
BECIIEEIR 20. 2% (24/119 B1]) . L 21.0% (25/119 41) . FEhED F > 10. 1% (12/119 ) TH

o7 7,

RV-1:MADRS B RRUR—R S AL DEILE

MADRS o
LF D ek
TR REELED
. . QN St L 1E 2)
P51 B | g |ATAem
S | aFiR oo, i
8 R [95%1Z #E p {E
X ]
o 29.0 18.3 -10.7
77w 124 +5.6 +10. 1 +9.5
\ 29. 4 15. 6 “13.7 -3.0 o
x| lomg®E | 120 +5.8 +11.0 +10. 0 [-5.4, -0.5] | 2918
24 \ 29. 8 16. 2 ~13.6 2.7 o
oo | 20mg#E | 119 +6.0 +10.1 +8.8 5.0, —0.4] | %921
N o 29. 6 15.9 “13.7 2.8 o
ClcEs 239 +5.9 +10.5 +9.4 [-4.9, -0.8] 0. 006
. o 29. 8 15. 6 “14.2 -3.2 o
AEFET R 121 +5.9 +10. 0 +9.9 [-5.6, -0.8] | ©-009
¥ 1) Mean=®S.D.
E2) BERAERT. N— AT A D MADRS &S5 L& L U= 58T

13
1 4

B/ R HE
HE2EHY (p<0.05)

NN NN

<BFIRIC 17.1.1 L #Eie>

(Fh R Z2hEE)

[ PN 2 TLAH R BR
HARLBEREZWMRLE LT, TAVE ST A a2 UitE (277452 1L7C 1 H
10mg X% 20mg) XX 7T A% 12 G LR, EEFHEEE TH D Liebowitz Social
Anxiety Scale-] (LSAS-J) &#tROENEIITERD LBV THoT-,

B E ORBI Y ORIWEREBMEEIL, T AT Z a7 7 A 10mg #5-8EC 51. 5% (102/198 i) .
TAH T T A 20mg FGEET 57.65% (111/193 #) ThHo7-, LERBEWEMIL. 10mg T3
i 18. 7% (37/198 f31])  Hls 14. 6% (29/198 f4il) . 20mg £ 5-#F TIIfHNR 22. 3% (43/193 ) . .
17.6% (34/193 f5) TH-7= Y,

_13_



RKV-2:LSAS-J EHERUAR—R A4 UhbDEILE (LOCF)

I I P B T s
TR mew | B | v
T7eREE | 196 Eé% i7§‘7.24 ;2231.14 ] )
i; 10mg | 198 ig L1Lé.52 f ;ééo ;226?;.93 [—8._3%‘ 90. 6] | *0%
; Z 20mg B | 193 N :13'7.48 . gé.?() 4;3225;.66 [—14._5?,' 8—5. 2|

¥ 1) Mean=S.D.

H2) BEREZRT. X—ZXF 140 LSAS-] AEF S AL E L Lm0

1 3) /T IREE

H4) FIOERBICKT AT AL 2275 A 10mg BEOEBMERRENTZBEICRY . IS ERBECHT 5T
AR H T T A 20mg FEOEBNEZ RETT 2B TH 72720, MEMTONRN-> T,
<BFEXL 17.1.4 L vi#zzE>

2) ZeMHER
(929 + 9 DIREE)

] P25 TILAH = 10 4 - R

KOOFHEEREL ML L LT, 2R XTSI L a0 (222 2a 50 1LT1H

10mg X% 20mg) ZHcK 52 MG L7-#E %, 52 B £ CHRME TR S hi-,

BLE N OB B ORIWEF RBSEE L, =A% 07T 5 10mg X 20mg #5-HE T 80. 4%
(74/92 ) TH 7=, EREIER L. EHR 30. 4% (28/92 ), .0 23. 9% (22/92 1)) . 8EJA 19. 6%
(18/92 f5) . &> F 4 15. 2% (14/92 f5il) Th -7 2,

KV-3: MADRS EEHRBEUR—RSA U DEILE

A RF Bl MADRS & 3t 1P Pg
NR—ZAF A4 92 31.3%+5.5 -
8 WA HE 87 15.0%9. 3 -16.5+8.5
24 R 79 10.8+9. 1 -20.3+8.6
52 66 8.0+7.4 -23.0+7.6

7¥) Mean=£S.D.

(R rfEE)

] P 28 T AH & 10 4 - R

<BFURI 17.1.2 L v#Ese>

HAERZEEREELSHL LT, TAVAIuT T A2 VB (A3 Zu7J 00T 1 H
10mg X% 20mg) ZHc K 52 WG L7-#E %, 52 B £ CAHRME TR S hr-,

B R OB BIEM OBIWERRBMBEE L, =A% 75 A 10mg XL 20mg $E5-8TlE 60. 1%
(95/158 f3i) Th-o7-, BEMOEREIER X, BIR 24. 7% (39/158 #i) . s 19. 0% (30/158

Bil) Tdhoto, BBEHICEBVTHRERN 105 EORIER TR otz 19,

RV-4: LSAS-J BHARUAN—XSA UM LDELLE

Al fiffi i 9 e LSAS-J it ZfE™
b 158 95.3+19.5 -

12 A 141 69. 0£25. 1 -26.6+21.5

24 I 138 59.9+28.7 -35.6+27.2

52 JA Ik 126 49.9+28.0 ~44.8+28.8

) Mean=S.D.

_14_
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(5) BFE - FREERIGAER
(9%« 5 OWRAEE) (FiknE)
(] P28 T =i in 5 = 11 45 -5k
EE DR D OIFMEEERE AR R E LT, 2 A a0 a2 glE (22 Zu7I 08T
1 H 10mg X% 20mg) ZHck 52 WG U725 %, 52 3 CHRMEITHER Sz,
B L OBBI S ORWERRBMEE L, =2 ¥ 17T A 10mg X 1T 20mg #& 58 T1E 81. 8% (18/22
Bl) Thotz, FREIERIZ., DB, BHREOELE 22.7% (5/22 ) TH-o7= 1,

RV-5: MADRS B RRUR—R A Uh b DEILE

A RF B MADRS & 3t 1P %
R—ZF A 22 31.4+8.6 -
8 WA 19 17.1£9.9 -13.7%+9.0
24 R 14 11.5+8.5 -18.6+17.6
52 13 7.4+6.4 -23.3+6.6

7¥) Mean=£S.D.
<BFIRIC 17.1.3 L #EiE>

(6) SR AafE A
1) ERARERE (—RERRERE. HEERARGEHRE. ERRELERRER) . RERTERT
—AR—RAE. HERTRERAEBROAR
YRR L

2) AREHLELTRETFTEDABRIIER L -HE - ABROME
YRR L

(7 Dt
QT MIFRIZXd 2 52
BREEERN 117 il 255 & LT 7" B R EHE MiGABR (Thorough QT #ER) T3\ T, QTcF
DR—AFTA ISR (FITERFE)IT. AL Za 7T A1 H 10mg B 5123 T 4. 3msec,
1 H 30mg #5128V T 10. Tmsec ThHo7- 2 FEAT—F),

£KV6:0TcF DR—XFA U LDEILE (TFEHAHIE)

HEHA QTcF (90%E#EX ) (msec)
T2y H 175 A 10mg/H 4.3 (2.2, 6.4)
T2 FZ 75 A 30mg/HF 10.7 (8.6, 12.8)
EXx 7 XY 400mg/ H 9.2 (7.7, 10.7)

HAFORBEIN-AE - A&, 1B, FAIKIZ= AL 2750 LT 10mg # 1 B 1 [BEYEHZICRAO#K
545, 7B, Fifn - BRI K 0 EEERT 52, HEE 1 BEL EOREE S TITV, 1 BRmARR
20mg /W EETAH,] THH,

<BFIRC 17.3.1 L #EiE>
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\

EEHE(ICEY DIEHE

FERZPHICEEH HILEMXITILEMEE

BIRPEE P20 OFRVIAALRAES . 7VRFH I~ b A VBB, u T UHERE K.,
R N I Y73

HE B0 H 5 EMOREE - ZVIRFIL, B ORMNIELZSZRT L L,

EEER

() ¥ERELL - ERRRF
TRAVE T T MNIERZ2Ea b= (5-HT) FEVARBAEMEH 27 L, M ToOMass 5-HT
TR 2RI B S5 2 L0 LY 5-HT MR EZRIEL LT D S1EZ RT B2 bND Y,
<BFEL 18.1 L vizit>

(2) ExhEZ4T 1T S BRAKE
DHISHEH (U Ty )
O~ 7 ASRHIKIKARBRIC F8\ ) CEEB IR 2 50 L 7= 1519,
<BFEL 18.2.1 L vi#zzE>

@7 v MEFERERIA FLAEF BT, A R LARBHC L O BD LT o SRR s %
N L AIEAREI) & AR S g Y
<E IR 18.2.2 X v #RFE>

@7 v MEEMA R L RAETMIBWC,JFET v FORAT v MIxtd 2 KB THE) %2 HaliE 5
T S8, W ER G I m sz Y,
<BEAFIRI 18.2.3 L vz >

) IANZEH (wD )

AENOTALIER- % C57TBL/6NCrl RBEME~ 7 R % W TR SR T RBRIC BT 2 9 < A4TE)
ZfRRE L U CREM L 7=,

T2y H 7T AEE THE] ROUEERG] (B84, =2 2u 77586 LT 10ng BFH) % B
RICEREIR 2R L RS TEZ22S 1B 1R, 7 B, KEROES L, miilAl
DOEGEIT, =ALZ 7T 5 LT3 E720T 10mg/kg & L, 7 HH OGS 1 B ICE KL
G ZIOEET T ATENZHIE Lz,

Z ORGSR, WA & HITIABR 5 & e LT, 10mg/ ke D B CTHE 2N BIZR S 1 (p<0. 01,

(Dunnett ZHEILEHME) ) . HEKFICT < ATEIZ B 7220,
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40

__30fF T
X
s L[
w2 1 .
- T

10} 1

0

B 3 10 3 10 (mg/kg, p.o.)

RERF IRV 2077 LR [8HE]

S + YRS | n=12
*; p<0. 01 IR 5RE & D Lo

BVI-1 : BRERF S L VRBREAFO 7O R BHELFTHERICE T HHR

Ntw F=UFHWVIAREEFEER (7> b, in vitro, ¥ 7T X)
DT v M7 bV —2% Wiz in vitro EBRIZEBWT 5-HT LV IAZZBLE L (50%47 il 5
FE1Z 2. Inmol/L) |, in vivo lZBWTH 7 v MRTFARE H OIS 5-HT JJE &2 bH S7z 22,
<FBIRL 18.4.1 X viinit>

Qv FET IV FNTUAR—ZRBMIIZIBWNT, =R Za 7T 5D 5-HT F T AR—%
KT B RINE GEABIRMEER DR 1T/ VT RLF U v F T U AR—Z KRR b
T VAR Ll LT & T100 135 K% T8 24000 5 T~ 72 %) (in vitro),

<BFEXL 18.4.2 X ni#zzE>

GNP 5-HT MR A DIRIFILIC LV B S B~ W RADOITEE L E IR L7=2, VT KLY 4k
RO RS AR R ORIFEIC X 0 B SN AT ITIT R 2 KT S o 1z 2h 32
<BEAIRI 18.4.3 L vizi>

@t MR OEMEEHRROZEIK, A4 F ¥ VKR NT o AR—% (Bt 144 Fi¥E) ZHvi-
ERICBWT, TR X075 AIERETo , TRRICHT DREAMENRO NN, 2D
fh DO E TR EWE OZHRITH L TUEE A EREAMEEZ RS o7z 9% (in vitro),

<EFIRX 18.4.4 X V¥Rt >

(3) fE S IBHRT - H5GREER
TR L
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VI

EWEREICERT DIEH

A REDHR

(DamEBEMGMPRE

BRI L

(2) ERPREAER CTRER S M- HRE

1) H[m 5

fEEERY N (CYP2C19 @ PM (Poor Metabolizer) M UNEM (Extensive Metabolizer) £ 6 f4]) |Z#&
BFCTZAYZrTT A bmg, 10mg, 20mg % Hil#E O 5% L7z, CYP2C19EM #E T 5% 3.8
~4. 3 FEfH Chem MAEH IR (Cmax) 123 L, AR (T,,) 1% 24.6~27. 7T KfEITH Y | Cmax
Je ONML A R B IR P AR A (AUC) 138 5 B ITIZIF B L CHEIN L 7=, CYP2C19PM BEIZ 1T %

Foe v T AFE HP i 1) 2R ] B O Cmax 1 CYP2C19EM B & [RIFRFE CTdo o 7203 . AUC L TR T , 1 CYP2C19EM
HOR 25 ThH-o722, [7.2, 9.1.2, 16.6.4 ]

RVI-1: BERSHOEYFE/ NS A —4

CYP2C19 B R Crax Tmax AUC, - T,
b el (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 27.7x7.5
20 23.0x4.3 4,3*1.4 807282 27.4+7.2
5 5.5%0.6 4,2+1.5 384109 55.8%16.4
PM 10 12.9%£2.3 4,8+1.8 885384 51.2%16.9
20 24.7%t4.7 5.2+1.8 1595=+356 55.3*8.7
Mean=S.D.. n=6
VE) BM : CYP2CI9¥ 1/%1, CYP2C19%1/%2. CYPICI9*1/*3
PM : CYP2CI9*2/%2, CYP2CI9*2/%3, CYP2C19*3/*3
<EFIRX 16.1.1 XV #sig >

HAKNOEKRS - - R, TR, RACIET 220754 LT 10ng 2 1 0 1 EYB8%ICRA5%

5325, e, A - BRI KV EEEET 223, HEE 1 BN EoREE H T TITV. 1 BREAE
20mg ZBR RN &L LT D) ThDH, Fio, AFOME - AEICEET 2HE T, [IF#ERERE. &
AT, BBMIIZ CYP2C19 DIEMERKIE L TN A Z E MBI L T A 84 (Poor Metabolizer) Tik, AAID
MHRER EH L QT EEZEORWERANRRE LT WBERH 2720, 10mg & EIRET D2 ENREE LV,
Fio, BEHECBELOIBREORBAREERBLEL, HECREFTLH2L,) EEnTND,

2) KiE#H 5

fEEERL A (CYP2C19 @ PM K ONEM 4 5 1) (IC= AT Z 1 Z A 10mg 2 1 B 1[0 21 HRERERA
$¢5- U7z, CYP2C19EM B¥. CYP2CI9PM BEDWF AT IS T & i i B2 1 3% B BUfE W iR & 1T
L. CYP2CI9EM B Cld& 5 15 H H £ TIZ, CYP2CIOPM BETix#% 5 19 H H £ CITIFIF T H IR
REIZ32E L 7=, CYP2C19PM BED 21 H B S IE % 5-2 128 1) D Cmax AUC LT, , DV T30 E  CYP2C19EM
BEL M L TR 2 EEETh o722, [7.2, 9.1.2, 16.6.4 B[]

RVI-2 . REFZSHOEVHE/NFA—4 (&E521HE)

CYP2C19 Cmax Tmax AUC, 5, T,
i fn AR (ng/mL) (hr) (ng * hr/mL) (hr)
EM 26.81+6.1 3.0x1.0 506+132 37.7*£7.5
PM 53.9+12.9 6.4+3.3 1094+ 266 57.8+14.7

) EM : CrP2C19*1/%1, CYP2C19*1/%2, CYP2C19*1/*3
PM : CYP2C19%2/%2, CYP2C19%*2/*3, CYP2C19*3/*3

18-

Mean®S.D.. n=5

<BEB AR 16.1.2 L vizic>




3) AW R S P R

T 22175 LEE 10mg [HIA]

[ FE IR O L FIFEMNRR T A R 7 A VHEO—HLIEIZ DWW T (FF 243 A 19 A3
BEABH 03195 1 B)

TAVHEBTT A Iomg THIIR) L L2797 ulElong 2, 7 u A4 ——jElZLDZENEN 1 &
(mAZu 7758 LT 10mg) MEFEAANS FICHERHLEIRE 0 5 U C i R 2 L IARE B % )
E L, 30N RYEIRE/ T A —% (AUC, Cmax) (22T 90% (5 KA CREEHI#IT 21T - 7=
FEH. log (0.80) ~log (1.25) OHEPANTH V. WA DAL FLRREMENHR SN D,

(ng/mL)
20 - —e— TRA¥¥ U7 T L5 10mel Wik
% o L2 7u§El0mg
?F 15 (Mean +S.D.. n=49)
T
A ‘
v | g
y 100
o :
7
L 5
&

144 168
51 (hr)
VI : 10mg X EROMBHRTR &8 0TS LREHS

RVI-3 : 10mg FEIREFDEYERE/NS A —F

. B HIFENT A—H BENT A=
Al B AUCt (ng-hr/mL) Cmax (ng/mL) Tmax (hr) T, (hr)
?;);;_é;j&m7ov?b\§% 10me 49 426.9%131.5 15.1£2.94 3.0x1.0 31.0*+11.5
L7 %7 e gE 10mg 49 440.2+147.5 15.3%3.26 3.1x1.1 31.1%9.0
Mean=S. D.

I HE PR EENE ONT AUC, Cmax 5D /87 A — &3, #BRAE ORI, R OTRIAIEL - K5 ORERS
T K> TR DREMED B 5,

TR E T T AEE 20mg [HG)

TAVHEOT T AEE20mg BTG 13, [& &SRR 280 EERAOEDZENRSERBR AT A KT
A2 (FR2HE3 A 19 B, RAEKFHKO0I9H 1 5) ICKESE, =R 7 T AEE 10mg T8
1G] ZRERERIRIE Lo b & IRHEENE L, ERFENICR% L sz 9, (1V. 9.
DIE ZH),

(3) thtl
B L
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bHEE - HHREDEE
DEFOME
TERERR A (17 #) ICHER FULE MBI RERZICc= A v ¥ a7 T A 20mg # HEREO# G5 L7z
L&, Cmax M OYAUC IXWEE CREGHRMIABEZIZR D ONT, BEFEOEEIIZR DO LN T2 2
FMEAT—4),
<BFEXL 16.2.1 L i#zzE>

2) BEIEE D %
D= R a7 T 5% =R O
1. ARATT—
R N (16 f5l) (A AT F Y —/L30mg 2 1 B 106 ARMERAKS L, 5 HRICZ Ay
A7 A 20mg HOFAROBREGF L&, ZAU X7 T A Cnax IZITHEITEED /e
MoT=28, AUC 28 151 fZIC B/ L2 WMEAT—%), [10.2 BH]
.o AFT»
fERERR A (16 f51]) 12 AF 2 400mg 2 1 H 28] 5 HEKEROHKES L, 4 HHICZm AV Z 1
7T 20mg AR OBEF L&, AV 0T T LD Cnax [ZITHBITRD biano
T2, AUC S L T2 f5IC LR/ L= WEAT—4%), [10.2 B#]
fii. A hFrBE—)L
e (16 ) IC= A 277 AeREZRO#ES (10mg/H % 18, 51 &HE 20mg/H
Z 3 HM) L. &5 H (28 H) 24 7 ro—)L 100mg Z0FHREO&ESG Lz &, A b
Zu—L® Cmax K ONAUC BNZIER L 75 4%, 2. 27 512 LR L7 %0 BUEAT—%), [10.2
Z ]
v.TFYT7 I
RN 20 ) Ico AT Zur T rEkEROKS (1omg/H % 1 HEM. 5l&#Hx 20mg/ A
Z 3R L., &#&EER (28 H) ICT7 v 77 v 50mg (ERIRGEFIE) ZOFRRD#E L
L&, T T IO Cmax HOVAUC BRENEN 1415, 2.07 fFIC LR L0 UHEAT
— %), [10.2 ]
v. U FFENL
fERERR A (18 ) = AT Z 7T A 20mg"E U b EIL600mg ZPFAROKE L&, =
AV AT T AN b FELORYEREICEEIIED Do 0 UHEAT—4),
<BFEXL 16.7.1 X i#zzE>
VIL 7. fHEAE ) DIESR

QA X T T LOT IR THLIYX a7 T A (ENREE) %= H07-R BRoa0E
i.VARAT T
EEEER A B v Xuar T A40mg %2 1 H 18] 10 HREIREROHREL, THHIZVARAY
n<Yy 50mg ZOFHBROEG Lzt &, v ¥a 77 ANV ERAT a~ Y v ORYEREICE
BITRD SN2 GMEAT—4),
i. NUT7TV T A
A (174 2o u 7T heKEROKSE (20mg/H % 7 A, 5l Z#Hix 40mg/H % 23
HR) L. B%&5H BOH) IChYTY 40 25mg ZPFHEAOEEL-LX, 2T
LR T T LOEMEREICEEITRD N -712 % GEAT—4#),
iii. AL NP
fERERRA (12 ) IZH AN~ BV 2 ER O BE (100mg % 2 [8]/H % 3 HRE, 5 XX 200mg
Z2[8l/A% 3 HIW., 400mg/H%Z 29 Hf) L, 22 HEXV I # v 75 . 40mg % 1 H 18] 14
HEXERRR ARG LI &, DA B ORYEIICEEIIRD Seno72 20 (44
EANT—%),
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2.

v.EEYR
RN (26 f5l) v & w7 T A 40mg 2 1 H 1[E 11 HREIRER DG L, &&&EER (11
A ICEEY R 2mg 0 AKRG L2 L &, BBV NORMEREICEEIIZED bRio T,
—J, OFARED QTc IX B E Y BB GRE & ERERICIERE L2 (QTc DR—AT A b0
AL R DEHIRE 9. 6~14. Imsec, HJMH G 2. 1~2. 3msec) *¥ WFEAT—4), [2.3, 10.1 &
]
V. haty =
ek A (17 ) 123 # 75 A 40mg OV koY — b EOFNLENFIETE) 200mg %
PEFRAROEG L&, 2 ur T AOEYBREICEEBIIRO b ote, £z, 7 ha)
VB B L X A R 3 — L0 Tmax (XVRIE (GRAIRG 2.4 FERE. B EEE 1.9
i) L. Cmax 25 0. 79 fFITME T L7225, AUC KONT, o lZRIRRE TH - 720 (SMEAT—4),
vi.vnvr7yl)r
R (12 f) Icv#mr 7T L 40mg 2 1 H 1 21 HREIRERAHES- L, 16 HEIZU LY
7 U 2mg AOFAROBE L&, SULTF U RRRTLT 7 U OIRYEEEIC 5
FRO SN ot F-. RO m oo v U ORKIE (Rmax) X O7 0 b b
vﬂﬁﬁ%W@ﬁTﬁﬁ(w%)m7w77inm&gﬁmm&ﬁ§K%MLkﬁ%@%m
OFEJEITRE TH o 7= (Rmax &N AUC,, : FHHEEF 26. Tsec 2 TN 3260sec - hr, HjlEE 5.5F 25. 1sec
O 3098sec + hr) ¥ (AMELAT—%#), [10.2 &H]
vii, ¥ F T
R (11 B) lov ¥ u>'5 5 40mg & 1 A 1101 29 ARKERABS L, 22 ARICY ¥
Tuimg AOFRRARE L& 22 u T AROY IF L OEMBEIREICKEITRD b
Rinot= 0 (SMEANT—4),
vii. U F 7 A
RN (8)) (23 # a7 F5h40mg &2 1 H 11810 HREEROEEL, 3HANSTHE
FTUFUL30mol 21 H 1ES HEKEHARAKREGELIZEE, 27T Lk FU
LOEBENREICBITRD SN o7 0 UHEAT—4),
<HE I 16.7.2 & D$£EE>

HAKOARE NI E - A&, T, RAZF=A2a 77 5L LT 10mg 2 1 B 1EYERIC
B’h5T 5, Ik, HFim . VHK_J: VEEEHET A, HEE 1 EML EOMRE &I TV, 1 Elﬁirmfﬁ
L 20mg A RN EET D) THD,

EYEERP /T A—F

OF 2 ipp-
MR L

(2) AR R e 4
LB L

Q) HEREETEH®

A4 THAHEER k) (hr!)
TALHF BT T LEIOng [HIA) 0. 02470. 0073
(fERER N 55 1 HiRI G, PEE EARAE(R 2, n=49)

WHYTFUR
LB L
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3.

4.

5.

®) mER

faEER A (CYP2C19 @ PM L TNEM 4% 6 f3]) (= A % 175 A bmg, 10mg, 20mg % Hi[AlFE O #%5-#
L7z & OHBNT DA (Vz/F) 1% 872~1053L THh -7z 27,
<BEBFIRL 16.3.1 X #xic>
HARNOEKRE N - AEF, T, BRAKIZT A Ze 7T 0 LC1ng 2 1 B 1 BV BHICRAE
595, 72k, Fh - BRI E 0 EEHEET 525, X LA EOREEZ H T TITV, 1 BimHEIR
20mg BN L ETH, ] ThDH, Eio, AFIOHALE « HEICBEE#ET 53R TIE,
s, W\ CYP2C19 DFEMENKIB L TWD Z L2V L T\ 58 (Poor Metabolizer) Tid, AHKl
DOIMHPREN EA L, QT IERFEDORWEHANREH LT WEBENLRH D720,
LWy, FEiz, BHICE L CUIBEFOREZFEERERSBIEL, MEICRLGTDLZL,) ST 5,

(6) ZDith
M ER L

BEH (REaL—2ay) @

(1) & A&
M ER L

QTG A=A EFHER
M ER L

IR 4R
HE IR

TAVHEBRTTADTEIERTHD U H 7T A40ng RBERA 126K O#REG Lz 04
W R ERIZ 79. 5% Th - 72 %) FREAT —Z),

T UFORENRD D,
TRAVETTT HIHEEN SIS NS 22,

kil

(1) 1% — A BA P9 @@t
V. 2. @) EREBAL - 1EMIBER ) DTS

(2) % — R AEREFT BB
VI 6. (5)4L4w] DOIESM

Q) At ~nDFITME

[VII. 6. (6) 34w DIESM
4) BERA~DFITHE

M ER L

(5) T DD~ DBITHE
DR L
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(6) MIFELIERE
t M= A2 e 7T A (20~100ng/mL) ZIRM L7 & &, Mgt L7 RERHEICR T 2 TR
HESRIFIFT—ETHY . FOEBHEIZE5. 4% Th -7 (in vitro. HNMEANT—H).
<BEFVRL 16.3.2 XV #Rid >

6. H

() X BB EL B AR RR

TRAYEZ T T MIFEIZ CYP2C19 IZ K0 7 A TF bR ~RE S 4L, 72, 7 A F IR~
1%, CYP2D6 2 ONCYP3A4 A HE-3 % , 7 A F/UEARIE CYP2D6 12 L 0 2 F A Fufbik~a s 5 3,
Fo, mAH T T LAO—HRIE CYP2D6 HAWIEIE /) T I U AF X —BIH NI T VT b gk
BRI VBLI V-4 H A RESHAWNI T B B4 U BEICRHE IS 2 ERSE ST S
00z A A BT T AT, FETINLREICEREINZ®R, TOFEE HDHNEI VT
BIARE LCRFPICHREE SN E B2 b5 7, [10. B]

<BFEXL 16.4.1 L i#zzE>

() RBIZEAST 2BEE (CP %) OHTFHE. BE5%
IVIL 6. (1) FBHB R VR BHEES | OIS

) WEEEBHROERRUZOHE
LB L

G RKEHMOFEOEERWVESL., FELE
R ANICT AT Z 07T LAERHEH D WVIIERAEEG Lz & &0 Cnax LOVAUC 1, =A%
07T 5T AT MUK, T A FMMERDIEIZE -T2, £T2, T A F AR R e 1T
TAVHETTT N DHWIET A F LRI LT o 72 20,

<BFIRTL 16.4.2 L #EEEE>

7. HE

fEEERL N (CYP2C19 @ PM X ONEM 4% 6 fl) I A3 % 175 L 5mg, 10mg. 20mg & HiEEEO# 5% L
Tl &, 5% 1B RH#BE TCOT AT Z v 7T AORPHPRIEERIT, CYP2CI9EM #E Tl G-&D 12.9
~13.2%, CYP2CI9PM BETIX 21.2~21. 9% Th o7z, Fiz, fEHRA (CYP2C19 D PM K& TN EM £ 5 i)
WAy Zu7 T 5 10mg 2 1 A 1A 21 AFERAERE L& &, &R G% 24 K Tox
AvH v 7T AORFHEIEERIEL, CYP2CI9EM #E Tl G- 8D 17. 4%, CYP2C19PM #£TlE 30. 7% TH -
722, [7.2, 9.1.2, 16.6.4 ZH]

<EFIRX 16.5 XV i#izid>
HAFIOER SN ME - AREZ, DEF, RAKIZT AT Ze 7T 0 LCIlng 2 1 A 1 RV BHICRAZE
T2, 7B, Fh - BRI L 0 EERRET 52, #Ed 1AM EoMBEE H T TITV. 1 BiE R 20mg
FBIWZELT B, THDH, £io, AFNOMWE - AEICE#ET 2R T, THEBEREES. SmE.
EAREIIT CYP2C19 DIEPEN KB LTV D Z L AVHB LTV A HE#E (Poor Metabolizer) TiE., K| Il i g
WEFL, QT EEZEORIERABRALLTVEBZNNH 570, 10mg 2 ERETHZENEE LV, F7-,
WHICE L CUIBEORELZFERERCBE L, BEERIIRE T2, LanTnd,

8. FSVRKR—E—IZEHT BHI1EH

BN -3 YA
9. BMZHIZCLBAKRER
MR L
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10. BEDEREZEI HEE
(1) B S RERE F B
TAVHEBTTLADTEIRTHDL X T T A 20mg & BHERENMET CRERIKERE : 10~
53mL/min) U727 BNCHIERE DG Lc & & AN & B LT T, ), 1% 1. 35 f54ER L, AUC (#¢
HETHIE) 1T 124 51 EH L7223, Cmax (G5B THIE) . Tmax & O Vz/FIXIZIERFEE ThH - 72
OEANT—%), [9.2.1 ]
<BFEL 16.6.1 L 0i#zzE>

(2) I HReps & R

TRAVE T T N 20mg HERE A~ (Child-Pugh 4380 A XX B) OIFREREMR T B 8 HilIZ Hil=]
BOBEGFLI-E X, IFEREREEDOREIZS U TAUC SRR L, B, DEEDOIFEREETEREEICK
7% AUC 1T, ERERADZNZEN 1375, L61fFTHo7=* GMEAT—%), [7.2, 9.3 &M]

<BFEL 16.6.2 L Di#zzE>

HEAFKNOARSHIZHE - HEIL, @, A= 22 750L LCImg 2 1 B 1RV EZICRAORS
T 5, Rk, A - ERIC K I A, BRI AU EORREE S TITV. 1 B S AT 20mg
EBRZRNZEETD, ] Thb, £2, AROHE - AHEICEET EE T, (IFREREEERE, S,
BARPIIZ CYP2C19 DIEMER KRB L TN D 2 E MBI L T 583 (Poor Metabolizer) TiX, A iR
BDEFL, QT EEEORIEANER LLTWBENRH L0, 10ng 2 FRETHZENREELY, £z,
BB L QI FE ORBEAERRCBLE L, HEICRET LI L, LahTWnd,

(3) il
TAVHA BT TN 10mg, 20mg &N 30mg ZAfaA THARR N EF Lz & X omkmg (14 ], 65~73
%) ZF1T D Cmax (FIEmEHE (156 f], 19~35 %) & RERRETH o723, AUIC KON T, , 13 IEmln &
L CENZFIL1.29~1.35 fi%, 1.48~1.53{F LRHDWVTHLEE L2, £/, =2 Z a7 T A
10mg 2 1 A 1 21 AMKER &S Lz & o mEimE (18 i, 64~80 %) ([CBiFHr= A~
J LD Cmax KONAUC 1E, FEEEE (18 i, 23~35 #%) DFIFIL 1.34 {%, 1.50 {FIc EH- L=
GrEAT—%), [7.2, 9.8 2]
<EBEFVRX 16.6.3 LV #xid >
HAFIOER SN ME - AREZ, LDEF, RAKIZT AT Ze 7T 0 LCing 2 1 A 1 RV BHICRAZE
T 5, ek, i ERIC K 0 EEHERET 52, HMET 1AM EOREE H TV, 1 A RE AR 20mg
BBz NZ LT, THDH, Flo, AEORHE - HEICBEET 235 X, TF#EEE RS, @ins.
EAREIIT CYP2C19 DIEPEN KA LTV D Z L AVHB LTV S HB#E (Poor Metabolizer) TiE. AH| o ML i fE
NEFL, QT EEEORIERABRER LT VEBZNRH 570, 10mg 2 ERETDHZENEE LV, F7-,
BHIZEL CUIBEOREZERREBIE L, HEICKEFTL2L.] L3 TND,

(4) W ISR OIEMEN B KB L T D HE

1) CYP2C19
[7.2. 9.1.2, 16.1.1, 16.1.2, 16.5 &M
2) CYP2D6

TALE T T T AERERNRAOESH 5 VITEIRNE G L= & X, CYP2D6PM (231F % Cmax
K OVAUC 1X, 8 Bilrf 1 f3]C CYP2DBEM (2B HIEDZNFI L2 AN 1.3 fFTHo7=M3, fthod 7
1 ClX CYP2D6EM & RIFRE CTh-7- % WEAT—%),

<BEAFIRIL 16.6.4 L vz >
HAFORBI N AL HEIZ, 1@, RAIKIZZ 22 e 750 LT 1lng%x 1 H 1 RIS BB
547, 7ok, Fl - ERIC L 0 EEET 523, HEIT EML EoOREE Hi TITY, 1 HRE AR
20mg 2N L LT 5, ThD,

1. Z0th
SRR L
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Z&e EALOIESF) (CEYSHIER

AR EZDERH
IhTuniagn

T
S.Qm
5 IR

*.

ek

SREEZTDEH

ER (ROBHFICIEERELEWNWI E)

2.1 RHI DAkt LiEBUE OB EED & 2 B3

2.2 &7 I UmbEEE (MAO) FHEAR (BLX U U, VXU A VAEE, 7 03
N AV ZbGH e D50 TG IEE 14 AN o EE [10.1, 11.1.3 ]

2.3 VeV REREFOEE [10.1, 11.1.4, 16.7.2 BHH]

2.4 QTER D& 5 A GeRME QT IERAEERESE) O (torsades de pointes Z & Te), L

B QT IR OBEMERZE T2 e ndH D, ] 8.7, 11.1.4 Z]

MEERTHNRICEET S FE L TDOEH
(V. 2. e BT BT B R BT 5 2 L,

RZERUVRAEICEEYT FE L TOEH
(V.4 FRER ORI BB 5 k8 22T 52 L,

EEGEXRWIEL ZTDER

8. EELERNIEER

8.1 S DJERZET DHREIIHAZIENHY . HECKOBZENLRHDHD T, ZO LX) REEIX
BH BRI 5 NG B2 A F T2 BICITEE OREROIREDO L 2 EEIR BET D
Z b, [6.1, 8.2-8.4, 9.1.3, 9.1.4, 15.1.1 BM]

8.2 Nz, Bl WE, N=v 7 RE AR, SREE, BOE. BCRYE, EEIE, T U7/
MHEBEIATR, B BORERL Db ZERHEIN TS, Fo, RRBERIIH LTI
RV, ZIUHOREIR - ATEN A Sk L7ZERNIC BV T, EERB OB T A RSE, AR,
METBPME I N TND, BEORELVREOE A EERSBIET L L LHIZ, Zb
DFEROIENBE I N5, REELZHEEE T, RaICBE L, TIET 257 CEY) 7.
WMEZ1TH> Z &, [6.1, 8.1, 8.3, 8.4, 9.1.3-9. 1.6, 15.1.1 &MH]

8.3 AZRBMTOWMERMZ <D, BREMBERDRD b BEIALSGTT 255121, 1RGO
WA A R/RICE EHH 2, [6.1, 8.1, 8.2, 8.4, 9.1.3, 9.1.4, 15.1.1 &MH]

8.4 FIEHFICHRRES ARMEK, WA, BB, SRS O1TE O b L OSREERE B LR
HHLID Y AT FIZONWTHoaHEITV, ERE BEIOEREZIRY A5 X082 L,
(5.1, 8.1-8.3, 9.1.3-9.1.6, 15.1.1 BH#]

8.5 IR&K., ®FEWVWERHLLDLNAZ ENHDHDOT, AABG T OBEITIT, HEEDOERSEGR
D B A B ET D BRIIE H RS D T &,

8.6 HAHIL (Z2RoHIk) 2k, K2, Bl e, BEMEDE W, SHEE. SR & OVEL
ERbHLbNDZ I TnD, HEEZHIET A, BROFIEZRET, BEO
WHREEZBIE LN DIRAIRET D Z &,

8.7 AFIFEIZL Y QTEENHLNTWD Z b, LIEREELZETLEEITH L TEL, A
RO H 2T 2N LMEROREICHEELZIL Y 2 & [2.4, 7.2, 9. 1.1, 11. 1.4 &)
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6. BENERZHI HEEHICHIT IR

() EHE - BEEZFOHLHESE

9.1 BHHE - BMERZEOHLEE
0.1.1 AT ERZECITIRIDHDLESE

(7.2, 8.7, 10.2, 11.1.4 &H]

(1) ERALGRIKREDFAERXEIZOHREREDHDEE

(2) SoMHELFENESE

(3) BHY D LMEDESE
9.1.2 CYP2C19 ;EMAEGHICRIEBLTWVSESE

[7.2. 16.1.1, 16.1.2, 16.5, 16.6.4 &]
9.1.3 BRSEXIIBERLHOEEFEOHSEE. BRSEDHIEE

HESE, ARERNH LN Z ERB D, [6.1, 8.1-8.4, 9.1.4, 15. 1.1 ]
9.1.4 B5DOREHE

Hiis, BREXAH LD Z D5, [6.1, 8.1-8.4, 9.1.3, 15. 1.1 ZM]
9.1.5 HDJ/EMBEEXIIHMEXFENTEDHSEE
PRS2 Z LR S5, [8.2, 8.4, 9.1.6 & ]
9.1.6 BEIMARLHEEETZETHEE

AR A S5 Z L3 D, [8.2, 8.4, 9.1.5 &)
9.1.7T TALAZDEBEERERIICNLDOBREFEOHDEE
FRERIEZE T ENH D, [11.1.1 ]
9.1.8 HMNDBEREFEHIEFZHALTLSIESE, HIERXIIHOEREROHZESE
HImE R SRS 252’ d 5, [10.2 2]
9.1.9 FAERAKNEDEE

REEHZEZ L, ERNELTIEENND D,

EDOHDHEE
PMETF L, mMhRERS ERT2B8E00H5, [16.6.1 ZH]

N o

Ve

Q) el ERE

9.3 FTHkeEfEEEE
KRN VT T ANMET L, MPEER ERTIB8EFANH S, [7.2, 16.6.2 ]

£
T
O}

D ENEReEHT 5F
REI LTV

(5) 4E8%

9.5 1%

B0 SATAENR U CW A ATREVED & 2 M2, TR Lo AN fERME %L BRl S &S d
BEICOBREEST D b,

9.5. 1 ABERAEFTMERR (7 v b)) BT, MABEERZEZ L EVIBEICEID BIEEE (K
EwD, BALRIE) R OHAROETROBEMNRD bz, ok, BiFER (7 v ) 2B
W, MEHRAERITERD BTV,

9.5.2 RADOTEIKTHD VX uTT LOEMBERBERRE (7 v b)) I2BWT, LIMLERD
B 2T 5 IREOHEMNED S, FRBRICBW IO bR -o T,

9.5. 3 {EURAHNTAAIH 2 id o> SSRI, SNRI % #% 5 S 7= idhm & A L= #iER I8V T
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7.

ABEHIM OIE R, FERAHR), REREEZVLE LT 5, BEBUER & REOERNSHEBERZICH
bl OREN S D, BRFTRE LTk, MkEE, 77/ —8, EER, FIE, SR
PEEsE . MFLBETE . WM, (RdHEE, SEERRT. SiEERITHE, R, IRER, K o&x, 5
M, FReetE OP & NG STV 5,

9.5. 4 ¥EAOEFEFAEIZB T, HIEFIZAF O T IR TH DX a7 T LEEiefiod SSRI %
B ST B A L7 A RIS W T, A B IEMEN & I EED U A 7 RN Liz &
DWENRHD S W, ZD 9B 1 DOFRETIX, MR 34 BLABRICAE T HiAERICE T 284
BEIEME M ML EIER A D U X 7 Hld, R OR G TIlE 2.4 (95%EHEIXM 1. 2-4. 3) . fHIER
IR OB O#ETIX 3.6 (95%FHEXE 1.2-8.3) TH-o7= ",

(6) 2L

9.6 2R
R EOARMEMR ORARBOAREZ BE L, RAOMG TP IEZHEd 528, & bR
HPA~BITT D2 L ES LTV D,

(DR

9.7 /MR

9.7.1 /INREERSRE LIoAMER O 22 o & U BRARRBRIL S L TV 7220,

9.7.2 MENCTEE STz 6~17 DK D SFEREE DSM-IVIZEBIT 5505 BEExse Lz
Z v RO RRBRIZIB N T, 6~11 MOBE THERHGER TE oz L DHERH D P,
(5.2 ]

8) EEnE

9.8 BEE

HARICEELTC, BEOREZBELRNS, HEICKETHZ L, SlE CORYBENRERR
T, MPERENEVEANRD b TW5D, [7.2, 16.6.3 ]

MHEEH

10. 8 E1EH
AFNTIEIT CYP2C19 TR S 41, CYP2D6 TR CYP3A4 HARHTICEAS- L T\W5, [16.4.1 BHR]

() HRAZEESEZEDEH
10.1 EREE (BFRALRBWLI L)

SN 40 BRI - i (E 15 HEFY - SRR
E 7 UBAbEERE (MAO) BHEAIE v F=EREENH DbiILd 2|t e b= O HE S
LX) R ENRDDH, M0 BHERIZE GBIV, MNEa h=REN
T E— LH0EEEHIEE 14 ARUNO|EmEDL EBx 65,
FTHXY AUV BEICIIEE LW b, F£7,
VAN ARFNF 5412 MAO FEEH % #¢ 54
P74 F 2 R AVIVER LA, 14 BRI BRI %
7 4F HIFHZ Lk,
[2.2, 11.1.3 ]
EEY R AANDOT IR THDH a7 T P IIRATH D,
(2.3, 11.1.4, 16.7.2 &H] LEEEVREDHHICEY, QT
TEENBB L EOBRERD D,
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QHRAFELENDEH

10.2 ftAEE

(fHRICEET S L)

KA F

B AAEAR - HFIE T 15

B - fERIA T

b= AR
NENE T S
A= b T HE L anN BRI
e
BN o b= R AR
EH
e h=riEmE (L-FY 7
N7 7)) A RA TR
k7~ R— VIR
VYU R
IREE Y F 7 I
A3 A FXY VT (St
John’ s Wort, B>k« ¥ a—r
X-U—h) GHERM F
[11.1.3 BH]

e b= EREREEOER F =
TERICE DIERD S b s 2 &
N5, Zhs0EYZIHT
BRI +01cdTH 2 &

AFNTEw b= FEY A
HEEMEZAT D720,
JFAC LD, e b=tk
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(202348 AH) Pregnancy Exposure Registry

There is a pregnancy 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

https://womensmentalhealth. org/clnical-and-research-programs/pregnancyregistry/
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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

Animal Data
In a rat embryo/fetal development study, oral administration of escitalopram (56,
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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

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
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effects may be reversible. Accompanying texts should be consulted for further details.
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(2023 4 8 1) 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

Ma jor 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
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.
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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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