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@ ARG (=22 FuTTLE0ng [BA) )
-O- EHERF] (L7 ¥ 7 a5 10mg)

HIV-1: TXA2 075 LEE 10mg TEAA] OBEEEIZH T LM




KV-1: HBREK (TX220F5LE510mg THRE)) RUEEHNKOFHEHED LK

BRI e STHIVE IR (%) i o 3 it
(1ElE=£) IR A R AR AU (%)
<@gﬁk%a 1597 96 101 5 L
<ﬁ@§§ﬁi§h§$ﬁ> 155 88 95 7 =)
(ﬁigiﬁiffiiﬁ) 155 87 90 3 L
(ﬁi&;gﬁijﬁi) 155 88 89 1 il

<PEHIZEEC BT D RIS >

TR AT T ALEE 20mg THRTR] ©

1% FEE AL DAY FH R A R T A 2O —EWIEIZ DWW T (BF1 243 H 19 B #A 3K

FFE 0319 5 1 75« BIE 1 K OIHK 2)

AR

BRI . AR S  EHEERE
BRI - 900mL

ABRIIEEE : 37+0. 5°C
AR« OpHL. 2 (A AR F i HRBRE 1))
@pHb5. 0 (D7~ McIlvaine OFEEHR)
pH6. 8 (H AR 7R HHERBRES 2 %)

@7k
[EIL-

SEREIS : 12 Xy BV

¥1: R TORBRIRIZIBNT, 2N Kk f57 50 [BIH5T 30 43 LANICEEMERUA J ORI & I
RN 85% 22 TWAH LD Th o7y, /N RAE #55 100 [EHEEORBRITEK T2 2 & &

I RLYE

57 50 mlfis GABRIKO~®@)

L7,
T FLUE
3 i | e
B TR 18 DYt
(DpH1. 2 FEAERLRI 231553 AP 3585 % LA
BT %6 FEAERLA D SIR R D385 % LA _ BT
2R L @pH5. 0 FRBREFN 155 LI 85 % LI E | #2975 & & BRIUA| D PR
/350l R 22, WIS B3R | £15%0OFIHZB 25 H O 12(H 1
7 @pH6. 8 | B 0D T 4 i HH 3 % 4 U ) | EELT T, +25%DRIBA RS b
D VR 10% OB IZ H | D272V,
@7k %,
FBRRG R

REBRRA =22 07T LG 20mg [BVG] ROMEHERR] =X 2w 7F LA§E 10mg [HIR] I2O0
T, [EENEA RO BEERAOEMFHRIEERB T A RT A 2 1IHESX A FEORBRS Tl
RANOEHZEI O RIS 2 HE LR, T X CORBRSECHEREICHEE L, IBHZEENFEY% T
b5 L ST,



ARBRIEOpHL. 2, 3% 50 [AlE RBRIE@pH5. 0, 84y 50 [Bliiz

100.0 o o — 1000 |
80.0 80.0
= =
H60.0 oo
% x
%40.0 4 %400
20.0 00
0.0 O : ‘ ‘ oo d | | |
0 15 30 45 o 5 o N
B (43) B (49)
A EREpH6. 8, 34y 50 [AldiE RBADA. 55 50 FE
100.0 1000 |
80.0 - 80.0 -
= B
H60.0 i 60.0
x %
L0 %00
20.0 20.0 -
0.0 O ; ‘ ‘ 0o d | | |
0 15 30 45 0 s o N
e B (49)

-@- HIH (=R 7T L 20mg [HIA )
~-O EHERE] (mATZa 7T NE10mg [IE] )

n=12

EV-2 : TASHOT5 L5 20me [B34) ORHEBI<H T HRASH

FV-2: RBEA (TRL8075L520ng [B4)) RUEERTIOTHEEED LR
e T R i M o B
<ﬁ2p5H01§$g> 1552 101 99 2 6 %5
s | 5P 93 94 1 9 %
<ﬁ23p5Ho6§$g> 1552 90 91 I 6 %
<@%@53k@$ﬁ> 155 89 89 0 7 A%

* IR HBEIR AT 351 2 BRIBLAI O SER R R & fE 2 DB RO FED F KA
10. Rar - 2%

(N FEARBELGRS - 5. SNEIVERERSE - ARICHT OER
%Y LR




2)a%

W5t

IR

TRAVH T T LEE 10mg [HHIR]

PTP A 100 &2 (10 52X 10)
NZEEE (R RVA) 300 8E

TRALH T T T AEE 20mg TAHIE]

PTP 3 100 &£ (10 $£X 10)

) FHEE
AR L

4) B:R/DOME
PTP 4%

PTP > — h i BRIRARY AL T 40, TIAI=T A

Ny R:R) ey

B
N aldE

Ahv: Rz F L
Xy ARV ZF L
NyFr R el
b RY=F L

[ IS

1. BERRHESNDLEMEE

L

12. ZDfh

A% L7

_10_




ARICET SIEE
IR ESYIES
508 - 5O8kME. HEF

=
MEERIIHRICEES SR

&=
=

5 %hEE - RICEHET HEE

(Ghaes@)
51 Lo 2FIDHEIZL D, 24 U TORET, BEESE, BEEKOY 27 BN 5 & O

ERBDDHIZD, AFOBEGIZHTE>TIiX, VA ERXT v " EBETHZ L, [8.1-8.4,
9.1.3, 9.1.4, 15.1.1 /]

(229 - 2D

5.2 AKAZ 12 AT OK 5 DR ERF IR G T HBRICITES A EEICHRN T2 L, [9.7.2
Z ]

(HEFRES)

5.3 tEARLEEDOZMIL, DM P LY 22 W NS S EICE L, KL
BICOHREGTH L,
73:) DSM : American Psychiatric Association CKEEHESS) @ Diagnostic and Statistical
Manual of Mental Disorders (FRE#fREBOZW « HEt~==2T /1)

RZERUVAE

M RERUVREDRES
WHE, RAIET A a7 I 5L L Cling 2 1 H 1 BYBZICROKEET D, B, F -
JERIC L D BEMEET 58, MEX 1 EML EOMBEE H I TITV., 1 HixEHET 20mg 28
RN LT 5,

(2) R AR OBERE - R5L
DR L

RZERUVAEICEHET 5IE

7. A% - BEICEET HEFE

1.1 AR O GEIILER/NNREE 72D L9, BEZLICHEBICBE L2 OEGTLHZ L,

7.2 ATHSREREE R . g . BIEAIIT CYP2019 DIEMEMKRIB L TWA Z LAV LT\ 5
(Poor Metabolizer) Tid., AAIOMPEEN EH L. QT EEHZHORMEHNREH LT WEB+
NRHDH7D, 10mg & ERETHZENEFE LY, T2, RECEL UIBREDOREZ FEER
<EZL, HEICHKSGTHZE, [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. FEERRIE

MERERT—8 /1w 5r—o
L

(2) B PR IR S
MR L

_11_



(3) AR RGRRRBR
LR L

(4) REEAIELER
1) BAREREEEAER

(929 - 9 DIKEE)

[ PN &5 AR AR
KIOFMEMEREZNRE LT, TAVE T T AV 2 VBRI (A X777 A LTC1H
10mg 1% 20mg) . 77 A XTI v X F U HEBEE KT Y (et F L LT H 20~40mg)
Z 8BRS Ui R FEFMIE B T4 5 Montgomery Asberg Depression Rating Scale (MADRS)
BREROBMEITITEROLEEY THY, =AVFZua 7T A (10mg KO 20mg fEFERE) O 7 &R
2P D EIED R S LT,

BEM N O%BIEORWERRBSEL 1T, = A ¥ 7F A 10mg #5857 63. 3% (76/120 1) .
TAYH T T L 20mg BEHEET 75.6% (90/119 1)) Th o7z, EAEIEAIL, 10mg #% 58 Tl
AR 15. 0% (18/120 1), HELs 13.3% (16/120 ) . FFEMED F 9. 2% (11/120 f1]), 20mg $¢5-
FECIHEIR 20. 2% (24/119 B) . B0 21.0% (25/119 61 . FEhED F > 10. 1% (12/119 1)) TH

o7 7)0

£KV-1:MDRS EFHERUR—RFA U b DEILE

MADRS -
Lk 2Lk
TR REEED
N ¥ e S 2 53 sk 2)
B | B | g |STATAR Sk
sS40 S ffid 5@ M 2=
! B &Y [95%15 48 p fE
X ]
o 29.0 18. 3 ~10.7
77 Bk 124 +5.6 +10. 1 +9.5
\ 29. 4 15. 6 13,7 3.0 o
o | LOme A 120 +5.8 +11.0 +10.0 [-5.4, -0.5] | 2018
K ‘ 29.8 16. 2 ~13.6 2.7 o
oo | 20me i) 119 +6.0 +10. 1 +8.8 [-5.0, -0.4] | %921
5 L P 29.6 15. 9 C13.7 2.8 o
revie | 239 +5.9 +10.5 +9. 4 4.9, -0.8] | 0006
. o 29.8 15.6 “14. 2 3.2 o
sARFEF A 121 +5.9 +10. 0 +9.9 5.6, -0.8] | 0909

¥ 1) Mean=S.D.

E2) BERAZEF. N—Z T A D MADRS G S L& L Um0 4T
H3) /b RfE

W4 FEZHY (p<0.05)
<EFIRL 17.1.1 K EsEe >

(Fha s

BREAIGEEN
HARLREREZNRE LT, TAVE BT T AV (A Xu 7745 10L7C 1 H
10mg IE 20mg) XX 7' T7vAR%Z 12 #HEES LR, EEFGEE TH D Liebowitz Social
Anxiety Scale-] (LSAS-J) ARtROENLEIITFED LBV THhoTz,

BIELH R OB O BWE R R BSEE 1L, = A2 2 1 75 L 10mg F 58T 51. 5% (102/198 1) .
T AL AT T L 20mg P E5EET 57.65% (111/193 ffil) Th 7=, ERREWEMIL, 10mg B Tl
iR 18.7% (37/198 fi) , Hals 14.6% (29/198 f51]) . 20mg & 5-F TIXHHAR 22. 3% (43/193 fil) . Hols
17.6% (34/193 i) ToH-o7= Y,

_12_



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

b e
I I R 7 ;)ftgff: ”
S e S
77 | 196 i? ?5.35 i7 ;%.24 ;2231'.14 ) )
i; 10mg BE | 198 1? 1118.52 f ;9?0 ;2269;.93 [—8._33:. 90. 61 | O-089
; Z 20mg # | 193 i? :1)).7.48 i6 2‘8.70 ;3225'.66 [—14._5?,' 8—5. gl

¥ 1) Mean=£S.D.
H2) BHRART. XR—2AF 4 D LSAS-] BEHE A& L Lo
1 3) e/ FRTHME
E4) 77BRBCHT LA Z 07T A 10mg BEOEBPEIVR SNZHBAICRY . 77 8RBT 5=
Ay H T T T A 20mg FEOBEMZ RT3 B CTh oo/, MEMTbIEoT,
<BFERX 17.1.4 X vize>

2) REMHR
(92 + 9 DIRfE)
[ NS TIAH = 1 45 -3k
KIODFRHEEBRELZHRLE LT, TAVX ST AV 2V (A 20774 LT1H
10mg 1% 20mg) Aok 52 R G- L7-#5 5. 52 i £ THOMEITHER S huiz,
B R OIS B ORWER BB X, = A2 217 F A 10mg XL 20mg $ 58Tl 80. 4%
(74/92 ) T - 7=, ERIWEMRIL. IR 30. 4% (28/92 ) . L) 23. 9% (22/92 ) . FEJFE 19. 6%
(18/92 ) . VEEHPED F U 15. 2% (14/92 f5l) T o7 2,

RV-3: MADRS SRR UR—R A U bDELE

R RER GBS MADRS & &t i L&D
R—ZAF A 92 31.3+5.5 -

8 JHHr 87 15.0+9. 3 -16.5+8.5

24 79 10.8+9. 1 -20.3+8.6

52 66 8.0+7.4 -23.0+7.6

V) Mean=S.D.
<EBEFIRX 17.1.2 kvl >

(thZhEeE

(= NS TIAH = 1 35 53R

HAERLEEREZMSRLE LT, TAVA BT T AV (A 2ur7T7 452 0LC 1 H

10mg X% 20mg) ZHc ok 52 WG L7-AE %, 52 8 £ CHMEITHER S iz,

B R OVSBIZ W ORWERRBMEE X, = A 2175 A 10mg XL 20mg # 58Tl 60. 1%
(95/158 f3i) T o7-, BEMOEFNERIZ, BHR 24. 7% (39/158 f51) . Hls 19.0% (30/158

Bl) ThHoto, BB TREEN 10920 EORIER TR g7z 10,

RV-A:LSAS-J SR RRURN—RFA A LDEILE

A ey kS LSAS-J Aata® L&D
NR—RF A 158 95.3+19.5 -

12 I 141 69.0£25. 1 -26.6+21.5

24 JE K 138 59.9+28.7 -35.6+27.2

52 JE K 126 49.9+28.0 —44.8+28. 8

7¥) Mean=S.D.

_13_

<FBFUWL 17.1.5 X VEziE>




(5) BE - mEERIRER
(50" + HORRE) (HilE)
] PR 2R TR i e = 11 45 5Bk
B DR D OIFMEEEEE LR L LT, TR Za ST LAY 2 U (A Zua 7558 LT
1 H 10mg X% 20mg) ZHK 52 WEEE L7-fEE. 52 @ E THMIIHEEF S v,
B N O%BIEORWERRBSEE X, = A2 X 175 A 10mg 1% 20mg # 5- £ Tl 81. 8%(18/22
Bl) Thotz, EREWERIZ, 0B, BIREOELE 22.7% (5/22 ) THo7= 1Y,

RKV-5: MADRS EEtRBRUR—R 54 UL DEILE

AT %k MADRS & &A% Ap 8D
R—AFA{ 22 31.4+8.6 -
8 M I 19 17.1£9.9 ~13.7%9.0
24 JE I 14 11.5+8.5 ~18.6+7.6
52 JE 13 7.4+6.4 —23.3+6.6

%) Mean=S.D.
<BEBTFUSL 17.1.3 L VHEEE>

(6) S EH 55 A
1) EARMAE (—REAREEE. BEEARGRE. KARMLERE) . RERTRT
—2 R—ZPE. WERFRERABRONE
LR L

2) FBEME L TRBFEONEREER L-HE - RBROBE
AR L

(7 ZDih
QT BRI 64 5
RN 117 Bl 25t & L7 77 Bt R ZH E M EEGAER (Thorough QT #R) 123V T, QTcF
DR—=ZAF A NEDENE(TTERME) XA Z 7T 51 H 10mg & 5128V T 4. 3msec,
1 H 30mg #5-FI2HB\\T 10. Tmsec Th-7- 2 BEAT—%),

KV-6:QATcF DR—XSA UM LDELE (TFEARHIE)

HEA QTcF (90%fE#EX[H) (msec)
T2 2175 A 10mg/H 4.3 (2.2, 6.4)
T2 Z a7 A 30mg/HF 10.7 (8.6, 12.8)
EX 7 xH T 400mg/H 9.2 (7.7, 10.7)

HEAKOAR SN HE - BRI, TEE, A RS20 7T 5L LT 10mg 2 1 A 1 [\Y A% 0
59 %, 7B, - ERICE D ETET 52, BB 1 EMMU EOREE H T TV, 1 HiEmHEI
20mg B2 RN LT 5, ThD,

<FBEBFUSL 17.3.1 XL vi#iziE>

_14_



EEREICET HIEE

FEHZICEAEH HILEYMRITILEYEE

BNt r b= OFRVIALEERK : 7RSI v~ LA VERE, Nu ST U EBE K.
T NT Y KRR Y

HE  BEOH 2{LEMDORNEE « IRFIL, BRIORMNLEELZSRTHZ &,

KEER

() YEFRERL - ERKRE
T2V Hu 7T NIRRT r b= (5-HT) IRV IAZAFIERZ R L, N TOMES 5-HT
B2 P R S5 Z LIk b 5-HT MR 2RI L LIS S1ERZ R &2 65 1Y,
<EBFIRL 18.1 X Vvizit>

(2) ZExhE=E4T 1T S ERAE
DI HEH (VA Ty b)
D~ 7 ABRHIKIKERBR (Z F W CEEBINF I & J00E L7z 510,
<HEFIRX 18.2.1 X vi#sig>

@5 v MBHEERA N L 2AEF BN T, 2 F L RAHICE VD LS o EREE R 2
N L RIEARTEY) & R I EE S 1,
<UL 18.2.2 X vH#rit>

@®F v MERIA P LAETMCBNT, BET v FOBAT v MR 5 BRI TE) % HUEH 5
TR &8, W ER S CiImE = Y,
<ETIRL 18.2.3 LV #xil >

DPIAREIEH (T R)
<~ 7 A & W BYUG S AT T BRI BV T I ERIFRIC T RTENV AR S22,
<FBFUL 18.3 LV #EziE>

e h=rFWYIAAREEAR (F v b, in vitro, ~U &)
O7 v Mg F+7 b =&MW in vitro FEBRIZI VT 5-HT BV iAZZFHE L (50%MilR
FE1Z 2. Inmol/L) , in vivo BT H T v MRTEERE F OMMIESL 5-HT JEE 4 L S872 22,
<HEFIRX 18.4.1 X vi#zig>

@b bE/T IV T UAR=ZREEMBIZBNC, =TAZ 07T LD 50T b7 AKR—4
Wit D IRINE (RS BAMEERDOLR) 12/ AT FLF VU R T U AR—=Z ORI b
TV AR— A Ll LT & 7100 15 K% TN 24000 5 CTdh o~ 7= % (in vitro),

<BTIRXL 18.4.2 X vzt >

QPN 5-HT #hiE R DIRIEILIZ LV B SN D~ 7 ZAOITEZE(L AR L2, /LT RLF A4

PR O R SUARRRR DIRTEALIC & 0 Bl S 2 TTEV A LITITR B A RIF S Rhro 7o 20202,
<FETIRX 18.4.3 L vixic>

_15_



@t FROERBIIKDOZEE, A 42 F v FARK T2 AR G 1R &7
SBRICHVOT, TAYY BT T MIEIRET o | ZERICHT BREGHRRD bR A, 20
oD A R EEL DR BRI L TR L A CREAIEE RS R 12 % (in vitro),

<EFIR 18.4.4 XV ESFL>

(3) YEFASETRBS R - FigERSRY
AR L

_16_



VI

EVHREICEAT HIER

I AR E D HF

(DaREAM M FIRE

DR L

Q) ERERFBR THR SN M FRE

1) B[ $ 5

flFER N (CYP2C19 @ PM (Poor Metabolizer) M TNEM (Extensive Metabolizer) 4% 6 f5]) (Z#
AT TZAVH T T L bng, 10mg, 20mg % HENRE O #5% L7z, CYP2CI9EM #E T3 544 3.8

~4. 3 W CThe s

MAEFRE (Cmax) (ZEE L., VHIRPEH (T,,,) 1% 24.6~27. TEERICTH Y . Cmax

T O A B - R AR PR (AUC) (X3R5 8T L CHEIN L 7=, CYP2CI9PM BEICH 1T 5
o i I A i B R R ] J2 O Cmax 1 CYP2C19EM B & [RIFRE Td - 7223 AUC L TN T, , 1% CYP2C19EM
O 2 TH-7127, [7.2, 9.1.2, 16.6.4 B[]

RVI-1 : BRI SHOEYEFE/NNFA—4

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%£2.1 3.8%+0.4 418+153 27.7x£7.5

20 23.0*x4.3 4.3*1.4 807 =282 27.4=x7.2

5 5.5*x0.6 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%£4. 7 5.2%+1.8 1595£356 55.3%x8.7

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

20mg ZHA RN LT D, THD, £l AFNIOME - HEICBEE S 5EF T, TIFRRERS

Mean®=S.D. ., n=6

<FB T 16.1.1 X VEzie>
HAFIORKBEINT-HE - AL, @R, AIIZ= AL 2755 LC1mg # 1 B 1B EHZICRAO#K
595, 7ol Fin - ERIC KV EEHEKT 52, HEIE 1AM EOREE H T, 1 BiRE AR

BAE. W

i, BARMIIT CYP2C19 DIEMEN KB L TV D Z EAVHIBA L TV A B (Poor Metabolizer) Tik, AHKID
MAEEN EF L QT EEZDORHEANRE LLTWEBENRH D720, 10ng 2 ERETHZENEFE LV,
Flo, BHIZELCIRETOREZFERBIEL, BERICESGTLZE,) L3nTnd,

2) KRG

fEFERE N (CYP2C19 @O PM L TNEM % 5 f) ([ x v 2 a5 A 10mg % 1 H 1[5 21 HREKERD
#5- U7, CYP2CL19EM #f. CYP2C19PM BED W AUITIUWNT & MR B 138 GBS 1E VW iR & 12
H- L. CYP2CI9EM ## TlE#5- 15 B H £ TIZ, CYP2CI9PM BETIE#%5- 19 A B £ TITIZIEEH IR
REIZ 3 L7, CYP2CI9PM B D 21 H MIRIE#H 514123517 5 Cmax AUC LTV T,y DUNT L CYP2C19EM
BEC L TR 2 fERmMThH o722, [7.2, 9.1.2, 16.6.4 ]

RVI-2 . RERSHORVEE/NSA—F (&521HAE)

CYP2C19 Cmax Tmax AUC, 4, Tos
- (ng/mL) (hr) (ng * hr/mL) (hr)
EM 26.8*6. 1 3.0*+1.0 5061132 37.7x7.5
PM 53.9%+12.9 6.4+3.3 1094 =266 57.8%+=14.7

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

17~

Mean®=S.D. ., n=b

<FBFUL 16.1.2 XL VEziE>




3) Wy R M AR

T2 AT LEE 10mg TR

(% FE IS O EW R SRR T A KT A VEO—H L IEIZ DWW T (BFf 243 A 19 HAFE
BHEBIH 0319F 1 5)

TAVEBRTT AEE10mg [BAVG] E L7 V7 alElong 2, 7 o A4 — =Lk ZnEh 1 §E
(mAvZu 7T AL LT 10mg) (EEMAS TICHA HERE 0 G U Tl R 28I B 2 1
E L, o3 yEiie T XA —% (AUC, Cmax) (22U T 90% (548 X VLIS TREEHI#NT 21T - 7=
fEH. log (0.80) ~log (1.25) DHFPANTH V. WHIO LW IR EIENHER S - D,

(ng/mL)

20 ¢ —e— T AL HTTTAEE 10mel WG]

T o b 2T O§E10mg
(Mean+5.D., n=49)

THRE

15 ¢

10

EEEdel O ewNH

{} N ! L
0612 24 43 72 96 120 144 168
T (hr)
RIVI-1 : 10mg eI 5EOMBHTRS A 0TS LREES

RVI-3 : 10mg SRR ERFDEYHENTA—42

o HE/$T A5 5555 A5
A4
AUCt (ng-hr/mL) Cmax (ng/mL) Tmax (hr) Ty, (hr)

TAVH T T AEE 10

" 877 LG 10mg 49 426.9£131.5 15.1£2.94 3.0£1.0 31.0£11.5
TR
L7 %7 EE 10mg 49 440.2£147.5 15.3%3. 26 3.1F£1.1 31.1£9.0

Mean=£S. D.

(3 R AR TNE AUC, Cmax %D /3T A — 203, PBRHE ORI, (RHEOLRIBIEL - R % OER 5
RS E > TR D AEEDRH 5,

T AL H T T LEE20mg [HA]

TRV H T T LEE20mg BTG (X, [EEN R 58 0 ER A O AW FEH RIS R AT A R Z
A2 (BF243 19 BfF, SRAEREI 03195 1 5) IS, =232 a0 75 L8 10mg TH
B ZIEvERIAI L Lz & & IWHZEBNE L AWFENICEE L A an ¥ (TIV. 9. I
DIE BH),

(3) ha L
DR L
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) EE - ftREOZE
RS A2
fERERR A (17 B) (AR T SUTE IR B IC = A v ¥ m 7T A 20mg & BRI A BG-F L1z
& &, Cmax X OYAUC (MR CREGHAMA BZATRO b, BRFOREBIIRD bNRhoT
CIES N O
<HETIRIC 16.2.1 KV #iEE>

2) PEHZE D2
Oz A% v 7T Lk RO B O
1. FRATTI—
fEBER N (16 f5]) A AT F Y —/L30mg 2 1 B 106 ARXERAKES L, 5 HRICZ Ay
27T 5 20mg FOFAROKREF L&, T2V X7 T A Cnax IZITHEITEED B/
DoT=8, AUC AN 1515 BEF- L7220 (BMEAT—%), [10.2 BR]
.o AFT
e (16 fl) 2 AF T 400mg 2 1 H 2\ 5 HIEKEROELG L, 4 HEIC= A ¥
7T 20mg APFHROBEGF L&, AV FZ 0T T LD Cnax [JITHEITRD bhiehho
7oA, AUC 28 172 fFIC ER/- L7230 UEAT—%), [10.2 ]
fii. A pFmr—1
RN (16 ) IC= AT Zn 77 AeEREZROES (10mg/H % 1 M, 5l &kEx 20mg/H
Z3EM) L. m&E5H (28 H) 1A Rra—/L 100mg AR OHREGEL-Ex, A L
Zum—/L® Cmax K ONAUC 2AZFIEH 1. 75 4%, 2. 27 f3I2 BH- L7 % WEAT—4%), [10.2
2]
v. 77T I
R (20 ) (=R X u T T AEKEROES (1omg/H % 1 MM, 5lEHix 20mg/H
Z 3R L., K#&EER (28 H) ICTF v 77 v 50mg (EWNEFEF 1) Z0FRAKEDEE L
L&, FTUTT I 00 Cmax HOVAUC BNENEN 1415, 2.07 fFIC LR L2 GHEAT
— %), [10.2 &M]
v.U hFENL
RN (18 6)) Ic= AT Z 7T A 20mg" Lt Y b EL600mg ZPFAREOKEGELZLE, =
AL B aT T AR b FELORYBREIC IR SRR (SMEANT— ),
<BAUXL 16.7.1 X v#xit>
VI 7. #HBAEFH ) oIS

QTALHEUTTADTEIKTHLY a7 T A (ERARER) & HVRBRo sk
i.LARAT Ty
FEEERR . (8 ) oo X a7 T A 40mg % 1 B 1A 10 ARKERORE L. THRICLERAS
0wy 50mg ZOPHABRAOEBEG L-LX, A TAKRNLARRA S a<wY Ly OFEYENREIC
BT B o Tm 0 BREAT— ),

i. NUT VTN
fERERA (17 61) (22 n 7T Ae AERAES (20mg/HZ 7 HH, 51&#HEE 40mg/H % 23
AR L. BB H (30 B) (ChU TV 540 26mg R PHIRAREGE LIS, o075
LR YTV T LOFEYBEICEBETRD b7 GHEAT —%),

ii. AP
R (12 B1) (2 A LS~ B B & AR 4G (100mg 2 2 [/ H & 3 A, 51 &fi& 200mg
Z2M|l/H% 3 HRE, 400mg/H% 29 HE) L. 22 HE LYV #u 5L 40mg % 1 H 1[0 14
AR DEIER S Lo & % | LS B S BEI BE R & NAto 2  (5
EAF—%),
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wv. BBV R
e (26 B) (2> X m 7T A 40mg 2 1 H 1[0 11 HEKERO®ZRS L, &&&5H (11
H)ICEEY Romg 20 NEE L L & Y FOEYBIBICREITE O b oTz,
—J7, BFHAEEO QTe 1T EE Y REMEL 51 & Lb_FEIZIER Lz (QTc DR—RA T A 2 inbH D
ZAb&  OFFHRE 9. 6~14. Imsec, HUMPBEGHF 2. 1~2. 3msec) *¥ WMEAF—#), [2.3,10.1 &
e
v.7r har—n
EREERR A (17 6 ICv ¥ v 7T A 40mg ROV b2y — v (BROFNIEANEFEE) 200mg &
PERAROE G Lc b &, 2T LAOEYBREICEEBIIRO b hote, £z, 7 b2
VI VHUMBE B L B A R 3 L Tmax ITBIE (OF AR 2. 4 R, B 50 1.9
i) L. Cmax 2% 0. 79 fICE F L7228, AUC RONT L X ARRETH -2 UEAT—4),
vi.UNT7 7Y
fEFERRN (12 41]) IcZua 7T 5 40mg 2 1 B 121 AREROFEE L, 156 ARICY LY
7 UL 2mg APERRAKE L X, SULT 7 U RRRULT 7 U O ENEEIC 2
RS LTz, £z, OFARKEO 7 1 b v BRI OKR K (Rmax) X OV7'm ke b
V- AR T EAE (AUCH) XUV T 7 U v B B B~ BN L7208 o8N
DOFEFEITE TH - 72 Rmax KON AUCy : PFFIEE 26. Tsec 2 TN 3260sec « hr, B 5.8F 25. 1sec
F R 3098sec « hr) 20 WEANT—%), [10.2 BHE]
vi. VI F T
fEFERE N (11 f]) 1o Zn 7 F 5 40mg 2 1 H 1\ 29 ARIKEROKEG L, 22 ARICY %
Trimg ZOFAROEE L & X2 a T T ARDY IR ORI EIIRD b
o7 BEAT—H),
vii. U T A
R A 8 fB)) (v X7 T A 40mg &2 1 H 1[H] 10 HREKERDEE L, 3SHANS 7 HH
FTUFUL30mol 2 1 H 1S HRIXKEAROZRG L&, X775k F v
LOEPENEICHBITRD SN2 o720 UMEAT—4),
<BAUX 16.7.2 X v#Rit>
HARIOEKRE N - AEE, EE, RAKET A2 e 770 LCing 2 1 B 1Y B%ICEA
WhH4 5, 7k, Fi - ERICE VIEETEET 228, MET 1AM EoREE HTTTV., 1 BiE A
BiE20mg AN L ET D, Tho,

2. RYRERAI/NT A—F

) 2i1psp-
HEERR L

(2) WR UL 3R B 7 3K
REERR L

Q) HEREEEH Y

A4 TH R ko (hr?)
TAVH BT T NEEOng [HlE) 0.0247+0. 0073
(R B - IR G, P AR YE(R 72, n=49)

BHoIVTF7IUR
MR L
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3.

4.

5.

O) B
fatHER AL (CYP2C19 @ PM L OVEM 4% 6 f3]) IC= A #1175 A bmg, 10mg, 20mg % Hi[AIFE O 5.7
L7 & X OBTFONHEFE (V2/F) 1% 872~1053L Th -7z 27,
<BTIRX 16.3.1 X vzt >
HAFOAR SN L - HEF, TEE., BRAQIZZ AT Ze I8 LT1lng 2 1 B 1 EYBHBICRA%K
5925, ¥, Sl - BRI E D EEEET 52, #HET DAL EORMEE H T TITV, 1 BsHEIE
20mg MR INWZ L LT D, THDH, £, AEIOHE - HEICBEET 27ER TIE, TITFEER S B,
il E . WMAREIIZ CYP2C19 DIEMENRRIB L TWAD Z L2V LTS % (Poor Metabolizer) Tid, AHI
OMmFHEEN EF L, QT EEZORERABEE LT WBENRH 5720, 10ng & ERET 52 ENEE
Ly, E7o, HEICELUIBEORELEERBIEL, HEICRFTH L) LENTND,

(6) T Dt
U ERR L

BEHR REaL—2aY) i

(1) BT A5k
MR L

(2185 * — 4 EHER
DR L

IR 4%
AW FROR R
TRAVHEOTTIEADTEIKTHDHY X7 T A 40mg ZREEERM A 12 FICHEREOK G Lz & &4t
WIFRIRIRIZ 79. 5% CTH - 723 BrEAT—H),

<BTIRX 16.2.2 X vzt >

£z, LTO®REDRH D,
TR T T T MEWEE I DRI S LD P,

vakiil

(1) 1% — A BE P @ E T
V. 2. ) TERERAL - TERBEF ) OIS

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

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

(@) B OB T
AR L

() Z DB~ DIITIE
HEERR L
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(6) MFELFESE
b M= A X v 7T A (20~100ng/mL) ZRIN L7 & &, Mgt Lo REREICRS T 2 miEE
A RITEE-ETHY ., FOEHMEILG5.4%TH-7=% (in vitro, FMENTFT—Z),
<BTIRX 16.3.2 X vzt >

6. X

(1) RBIFLLR DR BHRER

TRAYZ BT T NIFEIZ CYP2CI9 (2L DT A FIBIEMEGEH S 4L, £72. 7 A F IR ~DGHHIC
1%, CYP2D6 }z O} CYP3A4 23542, 5 AF/ULIRIL CYP2D6 (2 L W ¥ F A F ALK~ & 5 30,
Flo, TAVE AT T AO—IL CYP2D6 HAHWIXE /) T I U AF X —BWRNIT VT & Rigfb
BRI VBN VAV A FEHLDWI T e A UV BIRICRET S NA Z EnHEINTVnS
00 xR ARTT AT, FFETINLEICERES %R, TOEE, HDHNEI VT
MiA e LCTRPICHRt S NS £ B2 b5 7, [10. BR]

<BFIRX 16.4.1 L vizie>

Q) RHICBEET 5BH (C(YPF) OHFiE. HFEE
[VIL 6. (1) RN K ORI DS R

) NEBBHEOERRUZOHE
LB L

B KBMOEEDERERVEEL, FHELE
fEREMRANICT AT 2 a7 T LA EH D WVIEERPRLG Lo & & D Cnax KLTYAUC (X, = AT~
077 5T AT IR, T A FUEKDIRIZ & o Tz, T2, T A FIABIKRO JR R eI,
TRAUETT T LG DHNET AF AR L TR - 72 27,

<BEBTFUSL 16.4.2 L VHEEE>

7. HEit

At FER L (CYP2C19 @ PM L OVEM 4% 6 f3]) IC= A #1175 A bmg, 10mg, 20mg & H[EIFEAF5F L
Tl &, BE5% 18R E TCOT AT Z v 7T AORPYPEIEERIT, CYP2CI9EM #E Tl H-&D 12.9
~13. 2%, CYP2CI9PM #EClE 21. 2~21. 9% T o7, Fo, HEEEAMA (CYP2C19 @ PM X O EM 4 5 f3i))
I AvZu7T 5 10mg 2 1 B 1H 21 AMRERAKRS L L &, &&E&ERG% 24 FE Tox
A AT T AORFYPEERIE, CYP2C19EM BETII & 58D 17. 4%, CYP2C19PM #ECIL 30. 7% ThH -
722, [7.2, 9.1.2, 16.6.4 BH]

<EBFIRXL 16.5 LV izit>
HAFIOAB SN HE - HRIE, DaF. BRAIZT AL Za7I 06 LTIlng 2 1 B 1 [ E#ICEAKE
T2, 7235, (G - SERIC X D IR 228, BEIT 1 M Lo E 51 TITV, 1 H 5 BT 20mg
EBRIWZ LT 5, Thb, £z, AAOMAE - ARICEET 2FE Tk, [FRERERE, &,
BARAIIZ CYP2C19 DIEMER KB L TV D Z LAV L T2 3 (Poor Metabolizer) Tik, ASHI o ifn AR &
NEFL, QT EREORIERABRERLLTVWBZNRH 5720, 10mg 2 FRETDHZENEE LY, F7-,
BHICE L OIBBEOREBZEREEBIZL, HEICREFTLI2L,) LE3hTn5,

8. FIURKR—E2—IZEHT H1EHR

MR L
9. BRZFIZLBIBRER
BN -y A
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10. FEDE=EEITHEE
(1) B ks
TAVHEOTTEADTEIKRTHDLI XTI A 20mg & BHERENMMET CRERIAIE® & : 10~
53mL/min) L7-BE 7 HNCHERE DG Le & & BEEEAN & Hh# LT T, 13 1. 35 fF4ER L, AUC (¢
HETHIE) 1T 1. 24 I EH L7223, Cmax (B HETHIE) . Tmax X ONVz/FIZIZIERFLE CTh -7z
GrEAT—%), [9.2.1 /]
<BFUX 16.6.1 L vizie>

(2) Fripebs & B

TR E 0TS A 20mg HERE~HEEE (Child-Pugh 20D A XL B) OFFEREIR T B 8 il Hia]

BOFEF L& &, FHEEREDORE IS UCAUC 28 ER- L, R, PR o FEeik FTRFICk
5 AUC 1T, BEEERADFENFIN 1.3T1%, 1.61 15 Th-7- FEATF—#), [7.2. 9.3 BH]

<EBFIRX 16.6.2 X izt >

HAKI DA S - HEE, [@F, RACE= AL 2a 7558 LClmg % 1 B 1Y BHZICROEZS
T3, B, FE - ERIC K BT A%, BRI 1R LRI A & TITV, 1 B s R 20mg
EBz2RNZLET D, THDH, Fio, AFNORE - HEICBEET 2FETIE, TFEEREEERE . SEE.
BARPIIZ CYP2C19 DIEMERRIB L TN D 2 EAHIB L TV 583 (Poor Metabolizer) Tik, ANA| I AL
NER L, QT EESORIERANKE LT WEBZARD L5720, 10mg & ERETEZEREE LV, Fi-,
BB L CIIBFE ORBEAERERCBLZ L, HEICRETDHI L, LTV D,

(3) Ffing
TAYHABTT N 10mg, 20mg LN 30mg AR THARR N EF Lz & 2 oEinE (14 #i, 65~73
%) (23T D Cmax (ZIEmEnHE (16 il 19~35 %) & RMRETHo7h, AUC KON T, 13 FEE il &
e L CENEH L. 29~1. 35 fi%, 1.48~1. 653 fF LH-HHVITHERE L=, £z, =23 F a7 T A
10mg # 1 H 1[F 21 HEKEROESG Lz EoEimE (18 ., 64~80 ) I[BiJHr= A2~
F L0 Cmax KONAUC 1%, FEmEnE (18 i, 23~35 i%) DFNZFI 1.34 fi%, 1.50 I EF- L= W
GMEAT—%), [7.2, 9.8 ZH]
<BTIRXL 16.6.3 X 0zt >
HAFNOER SN ME - ARZ, DEaF, AKZT A Ze 7T 0L LT1ng 2 1 A 1 Y BHICRAKRE
T2, 723, 4G - SERIC X D IR 228, BEIT 1 M Lo E 51TV, 1 H s BT 20mg
BN L ETD ] ThhH, £, ARIORE - HEICEBETSEE T, TIFHERER S BE. &g,
EAREIIT CYP2C19 DIEMENRKIB LTV D Z LAV L TWAHBRE (Poor Metabolizer) T, AH| oD i Fhi
NER L, QT EESORERANEE LT WEBEARH 5720, 10mg 2 ERETDZ EREE LV, £,
BHICE L CIBEE OREZERERCBIR L, MRECESF T2 L) EE3hT05,

(4) W IHE R DIETER BISHICRIA L TV D

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

TRALEOTT N BERANGR OS5 5 WITEIRNE S L= & & CYP2D6PM I23iF % Cmax
K OVAUC 1X, 8 it 1 5] C CYP2DBEM (2B HIEDZNFI L2 5K N 1.3 fFThH o7, fthod 7
1 CI% CYP2D6EM & RIRRE Th -7 WEAT—Z),
<FEBTFUL 16.6.4 XV EziE>
HAFORB I N AE - AEIZ, DB, RAKIFZ 220750 LT 10mg % 1 B 1 BYEBICROE
595, 28, F# - ERIC K D EEERT 508, BRI LEBL EORREEZ BT v, 1 BiEREAEIE
20mg ZHEZ RN L LT 5] ThD,

11. £t
LR L
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ZeE (EALDOFIESF) ICEHAYTHIER

AE&EZTDER
I TV

BEANELZDERH

Ul H"lg
X
i O

b

B2 (ROBHFIZII/ELENIE)

2.1 KHN DR R UBOE DBEERED & % B

2.2 /7 I URMEEESR (MAO) FHEAI (BLXU UERE, 79XV AR, 7 )3
RASVERHE) 28552 W0 B 5 H % 14 ARLANO B [10.1, 11. 1.3 &)

2.3 YV FELLGPOBE [10.1, 11.1.4, 16.7.2 ZH]

2.4 QTiERE D b 5 HBFE (GERM: QT IIEEREBERS) [ (torsades de pointes & de) ., iO»
B QT R OBERIER 2 Z T2 &0 H 5] [8.7, 11. 1.4 ZH]

MEER I RICEET S ER LT DEA
(V. 2. RS R BT 5 IR 2B 6 L,

BERUVAZICEET HFE L ZTDER
(V.4 HIEROHEICEET EE] 22552 &,

EEGERNIE L TNER

8. EELERNIEER

8.1 S DJERZETHBEEIIMEREN SV, BREEHOBZENRH LD T, Z0O L) REFIX
G BRB R b N EBEEZ LT T ABICITEREDORER RO Z(L 2 EE BT 5
Zb, [6.1, 8.2-8.4, 9.1.3, 9.1.4, 15. 1.1 BM]

8.2 Rz, fEle, WlEE. = ZVRIE, RIR, GRINENE, HoR. BUORME, EEIE, T U7 /R
HEE) AR, BB, BRERL LN I EBRREIN TS, £, REBEBRIEFHALATIE
IRV, IS OFEIR - 4TEh A Sk LIERNC B W T, R BOEN T EZEE, BN,
EITADHME SN TS, BEOREBEWHREOELZEBRERBILTILLLHIZ, 2 b
DOFEROHENBE I NTH AT, REEAEES T, RAIEL, FILT 57 Lt
WiEZIT5 Z &, [6.1, 8.1, 8.3, 8.4, 9.1.3-9. 1.6, 15.1.1 ZM]

8.3 HEAHMTORERMAZEi <=0, BERMEMDFED LN L BEITLST H55121%, 1RGO
W A A RNRICE Evb e, [6.1, 8.1, 8.2, 8.4, 9.1.3, 9.1.4, 15.1.1 BM]

8.4 FIEHFICHRSESSARMMN, WA, BB, SRITENEE OITEI O (b OFEER B LN
oD ) AT FEIZONWTHoHBEITV, ERE BEICEEZI A5 XOBET L L,
[5.1, 8.1-8.3, 9.1.3-9.1.6, 15.1.1 &MH]

8.5 IRK. ®EWVERHLDLNDZ ENHDHDOT, AAIEEFOEREIZIT, HEHEOERSGR
Tl MR A B ET DBRICIT B SRS 2 L,

8.6 fxhHHIk (ZBARDHIL) 1Tk Y, A%, B BE FEMEDE v, SR, 3R A OVEL
ERbHbbbZenmEIN TS, HEEZHIET 2855121, ZAROFILZRT, BEOD
REZHE LN Dha &S 2 L,

8.7 AAIEEIZ LY QTIEENHLON TS Z b, DMEREELZATLEEICH LT, K
H OG- %M 5N L IEROREICERZL Y Z L, [2.4, 7.2, 9. 1.1, 11. 1.4 &]
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6. RENERZHI H2BEICHTHIE

(D EHHE - IEEZFDOHDEE

9.1 BHHE - BMERZEOHLEE
011 AT EEZEITIRIDHDEE

[7.2. 8.7, 10.2, 11.1.4 ]

(1) ERALGBRIREDTFERI I ZOBREENHDEE

(2) S-oMELFEDEE

(3) BHY D LMEDEE
9.1.2 CYP2C19 ;EMAEGHIICRIEBLTNSESE

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

HASE., BARENPH LN ENRHDH, [6.1, 8.1-8.4, 9.1.4, 15. 1.1 ]
9.1.4 B5DOREE

s, AREXRH LD Z ENH D, [6.1, 8.1-8.4, 9.1.3, 15. 1.1 HH]
9.1.5 NDFBWEEXIIMERAEDREDHHESE

MRS HEET S Z LB 5, [8.2, 8.4, 9.1.6 ]
9.1.6 EEIMA B LVHEREETZETHE8E

FEAER ST 5 2 &R D, [8.2, 8.4, 9.1.5 &M
9.1.7 TALAZDEBHEERIICNLDBREFEOHLEE

RS AE T2 08 h 5, [11.1.1 BR]
9.1.8 HMMNDEKRMEEZEHIERZHAL TS ESE, HMERXFHOMEZEROHZEE
HIME 3B E T 2 B8EnndH 5, [10.2 B
9.1.9 FAERAKNEDEE

IRIEEFAZEZ L, BRSBTS 280N H 5,

92“% E%%%
9.2.1 SENOBHEREETDHIEE
AKENO7 VT Z U AMET L, IHPREN EFETIEZNBHD, [16.6.1 ]

Q) FFgREfEE8E

9.3 FFHeEfEEESE
AR VT T ANMET L, MPEREN AT I8Z0A0805, [7.2. 16.6.2 ]

D KETEREEH T 5F
BRE STV

(5) 1T 47

9.5 11w

I d SATHEAR L T2 W]

REMED & 2 I, 1B EOARMENERIEZ LRl S &l S b
BLOHREETHZ L,

9.5. 1 Agss /AT MR (7 v b)) BT, BARBREEZHEX L EWVIBEIC I RIEEE (F
EwAD . BALBIE) R OHAROETCREOHEMBRD b, ok, BER (7 v M) 128
W, EHFRAERITRRD BTN,

9.5.2 RRDOTZEIRKTHLUF a7 T AOEFREEFERR (7> 8 IZBWT, LIERD
B e T 2B EOEMAFRD Si=n, HFRBRICBW IR Lo T,

9.5. 3 IFURKRINCAA]H DI SSRI, SNRI Z &5 S 7= iEm o HAE L2/ ERICB W T,
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7.

ABEHIMOIE R, MR, REFRBEZ VLI L 55, BEBUER & REOERSHEBERZIZH &
PNIZEDRENSH D, BRITRE LTI, FEREE, 77 /7 —8, HEg, RBIE, RIRFRE
P, MRLRESE . Rk, (RMBEE, FERIK T, SiERIUE, AT, R, Ko E 5
S, Bt ONRL & N STV b,

9.5. 4 YA DEFTAEIZIB T, HIRFPICAKIO 7 EIETHH X n T T LEETefitld SSRI %
B ST B A U7 A RIC B W T AR B IEE il m L ERE O U A 7 3 L7z &
OFENHD 5 W 2D 5B 1 DOFETIL, (R 34 BLURRICAE T HAERICE T 2 54E R
EIEME i I ESE R AED U A 7 Ild, HIREHI OB G TlE 2.4 (95%FFEIXM 1. 2-4. 3) . IEIRR
WM OB IO LTI 3.6 (95%FHEXM 1.2-8.3) Th-o7z ™,

(6) $RELIF

9.6 &7Lim

R EOARMERORFARBOARFEMELBE L. RAOM U PIEZRET5Z &, & M
HPA~BITT D Z LS TV D,

(MHINRZE

9.7 MR

9. 7.1 /MRS EGR L LI-AER O A2 R & U2 B BRI I L T,

9.7.2 AT S NT 6~17 KD K D DfitkEE DSM-IVIZKIT 2 5%8) BFELZxRe L
7B RGIROBERABRICIN T, 6~11 MOBE THMEDNHEE CE o2 L OWRERH D 9,
[5.2 ]

8) B E
9.8 SEE

ARICEELTC, BEOREZBELRNS, HEICKRLGT LI L, Sid CoOEYEIRERER
T, MPERENEVEA DR b TWD, [7.2, 16.6.3 HE]

HEEA

10. #BE /e
AFNEIEIC CYP2C19 TR S 4. CYP2D6 KON CYP3A4 & ARENICRIE LT\ 5, [16.4.1 ]

() REZEENEH
10.1 RS BFRALGLI L)
AN 5

BEAER - FEE Tk B&FF - fabRIN T

T T I b (MAO) BHEA
B LX Y AR

tu = VEERESH DD D
LB D, MAO FHEARZ 5 H

TR b= DGR S

[2.3, 11.1.4, 16.7.2 &#]

LAEEVEIREOHHIZLY, QT
IEENB L& DWREND S,

T — HUVNIHEEGHIEE 14 ABLNO|mED LEZbND,
FTHXY A UVERE BEIIIBE LW &, F2.
VA AFIP 54412 MAO PRLEFA A2 # 54
W7 4 RAVIVERE HEAITIE, 14 HRELL E ORI %
7 4F HiFsz e,
(2.2, 11.1.3 ]
vEY R KRNDOTEIKTHDHYZaT T FEIIARAHTH S,
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Q) HREELEDER
10.2 ftRERE (BRICEET S &)

N4 % ERARAER - P58 7k BT - falRiR1
e b= AEH S o b= UEBEES O = KA e F =R A
NS - YERIZ L BIERR D Db s Z & | AHEEREZBT5720.
A< N T HEanyBERGD, INLOEMEFATL|IEICEY, B b=
% BRIIIBlE 2 +IcdTH 2 &, HANHERT D2 3 H D,
BRI e b= BHRY AR

EH

tw h=FiEEmE (L-FY 7
N7 7 ) EARAISOIR S
T~ K=tk

Uyxy U R

RER Y F 7 I

A3 A XY VT (St
John’ s Wort, Z> kh « ¥ a—r
X-U—hK) FHRMN F
[11.1.3 ZH]

AFIF I == KA KF ) AFNFF == LAY
(AF LT N—) KFIE MAO FREVEH 2 A
[11.1.3 &H&] T 5720, Bua b= AEH

DRSNS,

ZERRHLD A TS DA i PR EE S R/ ARFIA Z D O O
477 UERE HBENNHDHDT, ZNHDOIKEFETHDH CYP2D6 A PHE
VA=A NS /3] FEWET DR EEETDHIZ L, [TH2LickdEEZLN
VR TFY R % %o

7 x ) FT VLRGSR
JAXRY R

TFu T = )RR
g Rl R—)u
PUREENRFA

7 VA = NEERRE
A=A AENY IS =Y.}
[16.7.1 W]

B LT ] A N ra—LoMfEEN -5
A N7 aua— VAR THEENRHLHDT, A N u
[16.7.1 ] OV EHETHREFET S
k.,
VAFT AFNO M FPREN LT DB AT T BARF O
[16.7.1 &MH] NHDHDOT, REIZHET HHRE|FRERETLIZLICLD L
HETDZ L&, Ezbhb,
FAT T TS DIEFNDIAF DA
FUIT TS =) B CTd %5 CYP2C19 ZfHE
Fr vy R THZ LIk EEZDLN
[16.7.1 ZHR] %
ONT 7 U h )T A KEDTZHIEKTHLHV X7 T EFITRATSH D,
[16.7.2 ] LEUNLT 7Y EDPFHIC X

D, ULZ7ryUrorya bare
VISR EIE R (5% Lz &
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DHENRD 5,

AR OEGZBth S L <IiExfikd
Y n= N O =T M= I A i F
BHEICE=F—FT5HZ &,

FH i AEE [ 203 B 5 5 5 Al AR S B89~ Z 3% D, |SSRI D # 512 X 0 ifn /MK
BTGRP A BEERENHESN, 2 b
7 = ) F TV RHURE IS DI & OPFAIZ 0 Hiff
ZEBRRPLD DA EEBEET 2 2R3
TAEY VEDOIEAT A NR %o
PURIEA

UNTr VoA gL
[9.1.8 &MH]

ToLa—b (EEH) AHN AR TP BRI 28 T D 2 & A oHT 5 OFITHEH o B 5h
PE LV, NHEINTVD,
MIEEAEZ T RN TWQRIIEEZEZTBZFNAH 5, |(PEHICEY QT IEE/EAN
e - PAEDIIES T L RS ST g/
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(2023 4£8 A) Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnhancy 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 Keactions
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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of desmethylcitalopram.
A=A ST U T DA 7y M
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)

2% 1 SO
F—=A 7V TD

43 (The Australian categories for prescribing medicines in pregnancy)

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
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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