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5-HT 5-Hydroxytryptamine : 12 h =

ALT Alanine aminotransferase: 7 7= 73 /) kT A7 xT7—F

AST Aspartate Aminotransferase : TANT X URT I /) N TV AT 2T —F

AUC i 5% v — R i e T AR

Cax 5t e A R

CYP Cytochrome P450 : F k7 & A P450

DSM-IV Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition : K[E¥5tf
EFRIC L DB OZR L HEI DO D~ =2 T IV 4 R

MAO Mono—Amine Oxidase : &/ 7 I ek

PAS Panic and Agoraphobia Scale

PTP Press Through Package

Q-LES—Q Quality of Life Enjoyment and Satisfaction Questionnaire

RMP Risk Management Plan : [EJESL U 2 7 & FREH|

SIADH Syndrome of inappropriate secretion of antidiuretic hormone : HLF|JR RN R
B 57 WAE

SNRI serotonin—noradrenaline reuptake inhibitor : ®m h=> « /L7 KL+ VU FHEVIA
FBHEH

SSRI selective serotonin reuptake inhihibitor : EEIREIE 7 k= FHEY AL FHEH]

TEN Toxic Epidermal Necrolysis : F el R & B0 @ fif )i

Lo et

Thas ot e U g B i RE [

v —GTP Gamma—glutamyltransferase : y-Z LV Z IV TV AT 2T —F
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10001ux SLE 2338 BT,
B & F I3 B o 7e,
woprr | YT VREC Rameze
oot s WSO,
vy ey IR R RSN B
%;;f 00 ~ Fe GARPALCE Y
e h W S R bR Te,
6o A 10 BlcoXHIE L, P& B L7,

REERVERBEDOREN

AR ANA

fthFl & DEEEEIL (MEIEFHIZEIL)

AL




9.

B
<TRHZEENC I T B [R5 e OSAELE: >
Y hF U E 25mg [BHIR] ©
(BRI EIR S DLW FREERBR AT A R T A4 VO EIZ DWW T (ARt 2) &8 RRL%EN
[ BUA O AW F R RV EMEZRBR T A BT A 0 SRk 24 4F 2 F 29 HIRARAIE 0229 55 10 &)
RERTIE - BARERS  WRHRBRE OSRVE)
RERSA
AREBRIE R - 900mL, JRFE : 37%0.5C
B - OpHL. 2 (B /REHEREREE 11
@pH5. 0 (HED7= McIlvaine DOFEEHR)
@pH6. 8 (H Jmia R 2 #R)
@k
[EIA%L : 55 50 [BliE GRERRDO~@) . 55 100 [Elix GRERIK®)

) E HL

PR

ARBRIEO -
FEVERLAI DY 16~30 /712 85% L B3 2356 « ARVERLE| O =R 3589 60% & Y 85%
T & 72 202 72 2 RERIT I T, BRI A 0D S8R HH SR DS AR HE R 0D SRR HH 3R £ 10 % D&
Wb D0, XiT 2 B OMED 50 L ETH 5,

ARERRQ (4845 50 [H#R) . @@ :
REAERIEI 73 30 43 LANIZ W) 85% LA EYEHT L7256« BLUE S 7o 3B R L2 o TR HE LA o
IR D 85% LA L 7n D & & | FEMERIFI O D 40% KON 85% L D 2 7 2 IR
WZBWT, BRBRELE 0 1 HH SR ASE YE R O A R+ 10% OFEPHIZ H 50>, YT £2 B%%
DIEIX 50 LLETH D,

RERO (857 100 [E1H5) -
FEAERIAI N 15 43 LANIZ Y 85% A HIEH T 2356 « BBRIAIDY 15 43 LAWY 85% LA s
T B0, XU 15 3BT B RERIA O PV HH SR DMEHERLE O S EE R £ 10% OFEFHIC H 5.,
{2 OFR R« AEERIF| O FEEHEDR 85%LL LIZET 5 & & BBRA O FEHE L 15% D
FHEZBEZDHON 12EF 1 ELLT T, £25%O#EFAZE X5 H OB/,

HRBRMCBI 528V T U BE 26mg THITR) O HZEENTHERMEICES L, mRANZAED T
MIZFAE TH D &R ST,

BRI OpHL. 2, 4557 50 [Hls ABRIE@pH5. 0, 57 50 [Hls
120 120
100 - 100 -
—
80 - 80 -
B B
H i
£ 60 | ® 60 -
40 A 40 A
20 20
0 T T d 0 T T T T T d
0 15 30 45 0 10 20 30 40 50 60
W (53) B (53)



ABRIEOpH6. 8, 57 50 (RS ABRIR@K, 1557 50 [als

120 120

100 100

80 80
-] -
H H

& 60 #E 60
X X
* %

40 40

20 20

0 0

0 60 120 180 240 300 360 0 30 60 90 120 150 180 210 240
B§E (43) BRI (5)

BRI @pHS. 0, 4357 100 [R5

120

100

—— REBREHK| (B hT U B 25mg THIIR))

. O AEWERIK] (B RSV L 8E 50mg TBIA))
; 6 T - HIERE SIS 35U B [ S i o Y i A
¥ n=12
40
20
0 5 ﬁraq(ﬁ) 10 15

1 'S V8 25mg TBRIE ) DBRHEHICEITHRFKE
GRERELFH| R CIRER K D F R H RO HLE)

&1 HEBREH ERERFOFEHROLLE

RS PR (%)
AR LA UL e
71k EIEE BRI | CHIERR (B TV 48 (BT Y EE
25mg AR ]) 50mg [HEYG))
5%y 55. 1 54.6
H1. 2 A
P 15 4% 81.9 84. 1 e
IN
oHB. 0 5 )7\ 49. 3 48.0 ot
e s PN . 45 4y 86. 0 87.5
EHERBRE | 45 50 [FlG N
o e s 10 45 39. 4 42.2 .
(R RE) pH6. 8 A
360 4y 86. 3 84. 8
54y 38.6 45.5
Vi S A
K 180 4% 91.2 86. 4 Ha
545 100 [El#iz | pH5. 0 15 %y 99. 3 99. 1 ey
(n=12)
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&2 AEREAIOMELDEHEDLR

ARG t b U 8 25mg THHYA) e
J7ik [EIf:5 AR | CPIEWRE AR {iEl 2 DIEHEE (%) R (%)

80.0, 82.4, 80.7. 80.4,

pHI. 2 15 45 83.1. 83.4, 84.1, 78.2, 81.9 STas
85.4, 79.8, 81.9, 83.3
79.4, 95.2, 92.2. 89.6,

pH5. 0 45 4y 85.6. 80.7, 94.7. 73.2, 86.0 STas
345y 78.1, 86.0, 91.9, 85.3
SR 50 [z 86.8. 88.5, 88.9, 84.2,

éﬁfﬁjfiigg pHe6. 8 360 4> 88.8. 88.5, 85.0, 85.0, 86. 3 STias
86.1, 84.5, 85.5, 83.5
90.3, 90.3, 93.8, 92.7,

7K 180 4y 90.7. 92.0, 90.5. 90.4, 91.2 e
90.6, 91.2, 92.6, 89.1

P 100.9, 99.1, 97.0. 102. 3, \

100 [ pH5. 0 15 % 100. 5, 97. 0, 100. 0, 100. 7, 99. 3 SR
98.4, 98.5, 98.8, 98.2

(n=12)

Y hF U U Somg TBHIR] 7
(B =R D AW LR SRR AT A R T A O —EREEIZ OV T 2 PRk 24 4F 2 A 29 H¥EASF
A& 0229 %5 10 B)
RERE BRI BWHEERE O FE)
AR
BRI - 900mL, RFE : 37£0.5C
B - OpHL. 2 (B JREHEREREE 111
@pH5. 0 (D 7= McIlvaine DFEER)
pH6. 8 (H Jma HFERE 2 #R)
@k
[R5« 35y 50 [HliE GRBRIRO~@) . 47 100 [Hlis GRBRIK@)

) E FTE

ABREO, @ (F457 50 A7) -
FEAERLEI 73 30 43 APNIZ ) 85% LA EIEHT L7226 - BLUE S 7= 3B L2 do TR HERLA o
RN 85% LA L 7p D & & | FEMERLAI O DY 40% KON 85% L D 2 72 2 g R
BT, BRBR A O S H R D EEYERIA O R R £ 15% OFIFRICH 57>, T £2 B
DOIEIF 2L ETH D,

BRI O :
FEAERLEI 23 30 43 LANIZ ) 85% LA EVRH L72aW G4 - BLUE S 7= BRI R L2 38 T HERLA
EIJER D 50% LA E 85% 1T L7 & & | IRERIFIDSBUE S -SRI IZ 36 1T 2 SR
FD 1/2 ORI Z 771 Y 72 R, L OHLE S V7R BRRE N do U CRUBR LA 0 S v
ROEAERF| O PR H R 12% OFPAICH 50>, T £2 B OMEMN 46 LLETH 5,

AEBRIR@ -
FEYERLAI DY 30 43 APIZWEEE) 85% UL E¥AHY L7e WA - HLE S 72 s BRI L2 do \ \ CREERLK o
RS RS 85% LA & 702 & & | FEUERA O SR AN 40% KUY 85 % 143 D3 24 72 2 IRf iR
WZFBWT, BBRELA 0 S = A YRR O SRR 2 £ 15% OFEPHIC H 57>, T £2 BA%L
OfEIZ 2L ETH S,

AR (4853 100 [F1HE) -
FEAERLAI S 156~30 4310 85% DL BT 2456 « BEERIF O DY 60% & T 85% 1+

_11_



IR AAS T = PAN A= =Y fab < L ANEN

B DN, T 2 BN 422 LA ETH B,

AR R

BRERSEMECBIT 2V T Y 88 50mg THATE) OB HZEEITRBRIKO K 0@ TI3H & HUE I

AR AN 00 -4 =R DM AR HE R D P P HH =R £ 16% O HEH IZ

AN
=

L=y, BB OK 0@ (F5r 50 [El5 & OMESy 100 [Bl6R) CrfE I a3, A oEH

FEENIEPL L TV W S HE SN,

BRI OpHL. 2, 44y 50 [Aliixs

120

100 z ° o
80
b
H
& 60
%
40
20
0
0 30 60 90 120
B (5)
U P =
ARER R @pH6. 8, f54y 50 [Al#A
120
100
80
®
H:'
= 60
%
40
20
0
0 60 120 180 240 300 360
B (%)
A e P -
BRI @pH5. 0, 47 100 [E1#A
120
100 *-0—0—0 * < —0
L
80
®
H
= 60
%
40
20
0oe
0 60 120 180 240 300 360

B (93)

BRIE@pH5. 0, {857 50 [AlfiS

120

100 ° . Y
80
B4
H
£ 60
%
40
20
0
0 60 120 180 240 300 360
B (43)

ABRIE@IK, fE5y 50 [AlS

120

100

3
S

b
H

£ 60
%

40

20

0

0 60 120 180 240 300 360
Bl (43)

—@— REBREHK| (& hT U L BES0mg [BIIR))

- O-- EUERIE] (V=AY 1 7 M EE 50mg)
T ) E R T 38 1T 2 UM 7 i vt ]
n=12

K2 I+t gEb0mg TBRA] DAHEEIZHITHEMME
(HEBRAK R OIZERF DT BTHEDLLE)



&3 HEREA L RERAOFHHEHEROHKR

Bt SEEEHE (%)
Sl UL e
Jrik EIL: g ARBRE | CHIERS (kb5 CET A=V
BE 50mg THYG ) I $E 50mg)
54y 54.6 36. 7
pH1. 2 60 4y 96.9 85. 3 A
— £2=41
10 %y 65. 2 38.6
f543 50 [HliE pH5. 0 90 4y 95. 1 L 85. 0 SRy
TR HRBRIE
{f’i\/ji) 6. 8 30 4y 54. 4 43.0 .
360 4y 84.8 81.8
54y 45.5 41.2
x 240 4y 88.5 85.0 e
10 %y 96.9 65.5
f34y 100 [El#E | pH5. 0 30 4 100. 2 86. 7 A
— £2=40
(n=12)

T T Y BE 100mg TG ©
(# =IO EMFNRIGEUERBR T A KT A4 HO—HEIEIZOWT (B 2) SFESER DN
[ T A D AW R R SRR A BT A > 0 Rk 24 42 2 J 29 HEEA A 0229 45 10 5)
RERTE  BARIERS  WHRBRE OSRVE)
RS
BRI R - 900mL, JRFE : 37%0.5C
bR - OpHl. 2 (B RTEHRERE 11R)
@pH5. 0 (D 7= McIlvaine DFETER)
@pH6. 8 (H Jmia R 2 #R)
@7k
[EIR%L : 5y 50 [HlfiE GRBRO~@) . 457 100 [Hlis GRERIK®)
) E HL
ERJPR R
AERIRO -
FEAERIA S 15~30 4310 85% DL BT 2556 « BEVERIAI O 3K 60% K TY 85%
T & 72 202 72 2 RERIT I T, BRI A oD S8R HH 2R DS AR HE R 0D SRR HH 3R £ 10 % D&
W D0, XU 2 B OMED 50 L ETH 5,
RERIED (7345 50 [HlER) . @@ :
FEAERLA) 28 30 23 LANIZ 48 85% LA EVEH L WG4« BUE S 7= sBRIEIC 0\ THREHERLA o
TSN 85% LA & 702 & & | FEUERLE| O SEXVA RS 40% KON 85 % 1 D1 X4 72 2 IRf iR
IZRWWTC, REBRERLA O SRR SR DR ERLA O SRR SR = 10% OFEIPHIC & 52>, XL £2 BI%K
DEIX 50 LLETH B,
RERQ (857 100 [E1H5) -
FEAERLAN 23 15 43 ANIZ Y 85% LA BRI T 2454 « SBREAI DY 15 43 LIS 85% LA s
T 50, XU 15 43I BT B REBRIA O PV HH SR DMEHE LA O SR ETE R £ 10% OFEFHIC S 5,
it % DFS =R ﬁ?ﬁ%ﬁﬂ@?ﬁ{etﬁfp# 85% LA FIZEET % & & BBRERAI O R HFE L 15% D
FHAEZEZDHON 12EF 1 HELLTF T, £25%O#EFAZE X5 H OB/,

AR 2R
HRRRIMCTHB T 280 b7 U 8E 100mg THR ] OFHZEBNIHEEEIEAS L, WA AED S
_13_



HICRIFETH D & BRI,

BRI OpH1. 2, 557 50 [HlHR ARERE@pH5. 0, fE:4) 50 [AlHS
120 120
100 100
80 80
-] -
H H
g 60 = 60
% %
40 40
20 20
0 0
0 15 30 45 0 10 20 30 40 50 60
B (4) B (43)
BRI pH6. 8, fi5y 50 [Aldis BRI @K, f3:5y 50 [BlHR
120 120
100 100
80 80
-] k3
i H
FE 60 x 60
% %
40 40
20 20
0 0
0 60 120 180 240 300 360 0 30 60 90 120 150 180 210 240
B (53) R (53)
BRI @pHB. 0, f543 100 [H]H#R
120
100

—o— ABREA| (/v b T VU L BE 100mg [HATR )

. O AEWERIK] (B R T Y L 8E 50mg THIA))
I I - HIEWE ST 51T B [F) S o o Y i
% _
Z n=12

20

0

0 5 10 15
B§E (93)

K3 wILbT) iE100mg TBRE] DBHEEICES ITSRFMN
(BB R CIZER KD F A HED LLE])
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10. && - 8K

(WEEIMELRSS - B, NE/SHTRS: - BEICET 51K
PTP o — MI 1 BEZ LI R PG ENHER TEX DT A o T D,

aZ=N—HL
T4 M
badii)

MRIMEICREBUEPTPY— b
CRINSUZ25 mgr%ﬁ_? ‘SERTRALINE 25mg’MEIJI:((
Cumnsvy 25w | (EIWASUY HLESUNY =@l
el L) B, BittERA
Yo wiiEn ) | 25mg 25mg
285n  EERSUN Y (EWESUZ ERSUY)
s, WA,

meiji

SROXFZE

| 25mg G322 K <EIRI

RIPSUY  wom

V/vFERRA (diro 25m TIRSUY BIRSUY

meii T W

e
won ERSYY e 25”‘8‘ PyF
S s o v avho-I

meii s W

;ﬁ.‘éﬁ‘—gngfé RRUY o 25mg 25mg
iﬁxgg‘_ BRRSUZ QBme | (EINSUY =ILRSUY BRIABBEI—R

meiji

msosz

BRSUY J ‘

25mW4,  25mgiHE | (GS1) &5c#

_15_

x4 HAREH CAREREOFYBHEDLLLE
ARG SEEEHE (%)
AR LA R e
Jrik [EIL: g AR | CHIERRR (BV TV U8 (B TV 48
100mg [AAIR ) 50mg [BA{H))
541 48.1 54.6 N
pH1. 2 15 %y 80. 6 84. 1 L
oHB. 0 5;?; 44.6 48.0 .
VEILABRIE | 5 50 [Es 157 8.0 87.5
o e s 10 5y 46. 4 42.2 .
(S RLIE) pH6. 8 o
360 %y 82.5 84.8
54y 46. 7 45.5 o A
x 180 4y 83.2 86. 4 e
54y 100 [A]#5 | pH5.0 15 %> 96. 8 99. 1 ey
(n=12)
#5 HEBREXOELOBLHEDLLE
=R 2 T~ T U 8 100mg THATR) e
Jrik EIL AR | CPIEWRE AR Ml % OEEHEE (%) SR (%)
77.7. 82.8, 76.5, 78.0,
pH1. 2 15 4 80.3. 83.7, 82.0. 83.8, 80. 6 A
81.2, 78.2, 82.0. 80.6
92.0. 86.2, 74.3. 94.2,
pH5. 0 45 4y 83.1. 80.7, 91.8, 92.2, 85.0 WA
75y 71.1, 86.5, 74.4, 93.1
T 50 [A1dz 84.2, 83.6, 82.7, 80.4,
é?fiﬁfiigE pli6. 8 360 4y 83.4. 84.3, 83.7. 81.8. 82.5 A
81.9. 79.7, 83.2, 81.5
83.7. 84.5, 84.3, 83.6,
7K 180 4y 84.2, 84.0, 82.9, 82.4, 83.2 WA
82.6, 81.9, 83.1, 80.7
s 96.4. 96.4, 97.4. 96.4, \
100 [l pH5. 0 15 % 96.6. 97.9, 96.7. 95.8, 96. 8 Siias
96.7. 97.3. 97.2, 96.6
(n=12)




11.

12.

(2) a4

(B b7V 8E 25mg THHTR D)
PTP A% 100 82 (10 ££Xx10) 500 && (10 £& X 50)
N RV A) 500 BE

(B b7V U 8E 50mg BTG 1)
PTP A3 100 82 (10 #£X10) 500 & (10 & X 50)
N7@EE (R RVA) 500 82

BV kT VU > 8E 100mg TR D)
PTP &1%E 100 2 (10 £EX10)

Q) FlREAE
B4
4) BEDOME
PTP c1%&
PTP > —F AUk =1 TALI=UA
RV ARV e Ly (100mg ODHAKRY =F L)
LA AR
VA
AN NZ ARV ZF L
Xy AR F L
NRyFy R TrErLy
e ;K

AERB SN D EME

A% LR

Z Dt

AL

_16_



V. BEICEEI HIEHE

1. HEEXITHE
OS2 - 5 DIKEE
ONR=ZvyHEE
ONMER A FLABEE

2. MREXIIHEICEHET HEE

N

5. %8k - HRICEHET HEE
(BhEesE)

9.1.2, 9.7.2, 9.7.3, 15.1.1 &84]
(328 + 5Dk

%]
(HMEBA FLAEE)

[9.7.3 M)

TG ARICoRFETH L,

Manual of Mental Disorders ((EMREBODOZW « #HEt~==2T /)

5.2 RE% 18 AR O K 5 DIFIERE BH 125 59 D BRICITEIS &2 HEICHRET 5 2 &,

5.1 Bt o 2Kl o# 51z 24 LT OBRE T, ARSE, BREROY X7 BEINT 5 L O®
ENd 5D, ﬁﬂ@&ﬁ %ﬁofﬁ\)XﬁkA774/F%%ETél&OBJ%A\QLL

[9.7.2

5.3 AHl% 18 ARl DOIMEHZ A ML ARERF ICHE T HBICITEICZEEICRTT5 2 &,
5.4 SMEH A B L AEEOZMHL, DM P S0 222k H U SIEEICEM L., FEYE A

1) DSM : American Psychiatric Association CKEFGHESE) ® Diagnostic and Statistical

3. RERURAE

() EZERUVHEOM#ER
BE., KAZEELVRZ UL T1 H 26mg ZHHIHESE L, 1 H 100mg ECTHEL, 1 H 1
B OG-45, 7ok, Filin, FERICEY 1 H 100mg Z2H 2 722\ O FPH Tl e+ 5,

2) FERUVBAENHRTERE - RN

<BWERZIZ X D& - Pk E >
[VIL 5. EE /R AREE & DB OEBE,

4. FERVEEZICEET HFE

1. 8% - AEICEET 5%

AFKN OG-, FRHIENARZTDICEEB L, LERE/NNRERD L), BETLICHEEIC

B LN TH &, [8.1-8.4, 9.1.1, 9.1.2, 15. 1.1 ]

5. BRERALIE

M EERT—2 /Ny —
BARWAAR

(2) ERPR R ER
AR L

_17_




Q) AE RIGIERHER
[V.5.(4).1) AR OESH

(4) FREERIELBR

1) BRI ER

< 9D - ) DIREE>

[ PN 26 TLAH AR

FEFMIEE THh 5 ARFOEREIL 8.5% (10/117 #]) THH., 7T ARD 19.5% (23/118 i)
W, FEHICAE B o 72, £7-. Kaplan-Meier ¥EIZ X 2 FR — B OHEE RS K
FIOFRRILI _EERHZE LT 7RI THEFANCHZEICIE S HB LT, BIRAFEE B
THDHNIN YO (HAM-D) A FH SO Y 7 B NI THREICAEEICD 7
<. Quality of Life Enjoyment and Satisfaction Questionnaire (Q-LES—Q) A 7IZEBWTH
7T R THREICE B R ER, —EHeERPICBONTRO LY,

(117} (117

1.0 (112 (108)
{118}

E12 n aa e BV R T NEE

_ﬁ’. (9m (96} (45)

ﬁ Ll 1 1 TN

é&g

{108)

ﬁ (96}

i

e 0.8 & (8T ) 0

— e ki

ﬂ‘ ? | | L | 1 1 1
0 2 4 7] 8 10 12 14 16
- izBl 1 Tk i
EEE TEHEE FEf () p—
1 Kaplan-Meier i£12 & 2 B — B REp0 4R
=1 BAMHFTMEE ORLE
T kT RS AN 5
GEFIE - 1177) GEEBI S - 118)
_HEHRH T - “HEMRM T
BAhh ok RE BRI ik RE

HAM-D &5t /5 8.3%3.4 6.3%6. 2 8.1%3.3 9.7+7.2
BRUGEE I 81.2% 84. 6% 87.3% 67.8%
Bl HdER (95/117) (99/117) (103/118) (80/118)
Q-LES-Q A= 7 62.9+11.2 67.4%+15. 3 64.2+10. 4 61.3+12.6

a) Q-LES-Q A a7 |ZBF A& T « HILRFOERFIEIX 116 4
BIVERRBSEE 1L, JEEMM 66.2% (239/361 i) TH Y. TARFIMERITEL, MR, 0PN,
SR ChoT-, £/-. “EEMRYITIL, AFBE 29.9% (35/117 #]). 7T REE 31.4% (37/118
Bl THotm, ERBIERIL, AFIBECHEIR, FUE., FEED TV, FHRIEKO EEHE CTH oY,
KA HNTZIRIRIC L > THEOHR LN ) DREBOFREMA LR TT 7RIV ENLTND
TEERRELTZD, D OREOWEICBIT 2AETIE, T TICHBINTNDIL) DK (KT
RUHERRIER 7 X N 7 U VHERIE) ERIEH D2 WIEENLL EOIRRSH 5 Z & ZMAEL T
720N,

<EBFIRL 17.1.2 X 0#gic>

_18_



<R= vy JEE>
OENF T AR
7T REE, AFK| 25-T5mg B (KA EAE) . 50-150mg ™ B (R AERE) o 3 M C E 5 RILRG
BB TONTZFER, ERUEECIE T 7 AL ORICEAEZEITRD bR ro Tz, iz, X=v
7 FBIEDEHTIE, #GRIOBIEEEUHER CREIBENR A LR, 7T BRI TEHAERT
A BRBAITRD SN2 o700, KAERICE W THERRBD DR bk 19,
RIVEF R BIAERE 13, KA &HE T 55.3% (26/47 f51]) . m H&ERET 56.8% (25/44 ) Tho7-, &
7RRIVERANAC A R T TR, BIREOEL, SHAERCTELTH-72 1Y,
1) AFOAGRMAEIT T H 100mg FTTH 5,

<EBEFIRXL 17.1.4 X ¥z >

QE N AHRER

FERHWIEE TH 2 AF ORI 10. 1% (12/11961) THY ., 7T78ARD 13.2% (16/121 f1)
IZHARTIED - 72y, AEEITRO bR o7, £72, Kaplan-Meier 15T K 2 A — R O HE
TERIRN S | AFIOFRRIT " HERBIZE L TF 7 v RICTHNTRLS R L20NA B2 21350

biieinot, BIRAEHBIEE Th 5 2 UCER 1B T D 8ER, =y 7 BIEDRIEK, =y
FEEESE AN E (PDSS) &t AllBW T —EHERMICBW T, 77 BRI THREIHMNICE
BRENRED LY,

(g

(1183

{117 BT AR

L1

1.0
(21

I I 1T1

{85}

(R HiEEE
s

il B i o
0.8 : : : :
1] 1 2 3 4 5 6 7 8
CHEEHBEMRICBT S TORE GE) .
() SEPIE
X 2 Kaplan-Meier &1 & 2 B — B REp0 45
%= 2 AXHEHMEIE B O RAR
N T RS 75w AREE
GEBIH - 119) GEBIH - 121)
_HEHRH T - “HEMRM T
BRI ok RE BRI ik RE
BRUGEE I 100% 89. 9% 100% 74. 4%
Bl HER (119/119) (107/119) (121/121) (90/121)
Eﬁ;iéj%?? 0.8*1.7 0.6%+1.3 0.94+2.1 1.0*+1.8
PDSS & &AL 5.7%£3.6 4.3+4.1 6.5+3.7 6.4+4.7

a) XA Z i U RAT A 92 L 72

BIVER SR ERMEE 1X. JEEMIT81.5% (321/394 i) TV .
Sle, £, “EHEMRMTIE, 26.9% (32/119 ffil) THY .

E. FTHRIROGEITCThH 721,

_19_

TREIERIEEL,
E7RBIERNEED,

IR, B CTH
SR, WIIANIR

<BFU 17.1.5 L v#Ese>




2) BeMHER
MM E R L

(5) 8% - WIERHR
LB L

(6) JAERIEH

1) ERARKERE (—REARERE. BEFEARERE. FAMELERAET) . 2ERERT
—AR—RFE. RERFTREKRABOANE

SR T % ERR R

NuxtFoeRte L “HEEREGEER (BOSRGEZ KRR (2B 2 FEFHMIEE Th 5

12 3 « H1-EFO Panic and Agoraphobia Scale (PAS) &&fSl2BWT., AFOAZMEITZ o Xk

FULRIBRETHo Y,

# 3 Panic and Agoraphobia Scale (PAS) &&tm= (Efficacy Evaluable Set)

e T RTY RexeFy
ST o T

e 7 b ) (o) (= —17.5 —16.7
B 7T 0 (95%1 S 4K ) (—19.0. —16.0) (—18.2 —15.1)
PRI TR 035 Y (95% IS HK ) —0.9 (—3.0,1.3)

a) N—AZ A O PAS HEHR THIE

KA 5 ST AIRRAER 147 (15 100 1 (65, 0%) 12 243 FROBIIEMZ 5 L 1=, 72

fERIE, 0 30 B (20.4%) . MUK 30 ] (20.4%). T#I22 4 (15.0%) Th-7= 12,
<ETIRL 17.1.6 LV #EEFE>

2) ZRBEHE L TREFENABERITEME LI-RHE - HEBROME
A LR

(7 Dt
< 9D - ) DIREE>
[E PSS T AH B OVES TAH AR
AIHASE MARRRER (PNFRE - DRNEL . BITHIEE TAHRER CHERhRL) . MR8 TAHRER, B IHRER (N
Bl DENELD . BIAERE R . 7 o7 Muia#ET R, mlmE Rk ORI 5 R R s
BE GFesRBR) L7ma . AFIOWERIL 5. 7% (491/882 ) Th-7-, WIHIHETHENE
HHENBRVEFICZBNTH, HETHZETHRE/ROLNE Y, L, BMMHABRTIEI LT
R N O 2 b U 7F U R L i D o0 ZEHEMIEGER M T b s AR
ICOWTHEEA & RS, HHWTENUEONREET D Z EITRAES N o7z,
AR BET U7 BED 8 SBRICHR IR BR 2 N 2 A GFoRBR) Lz5a. BIVERREMEE X
51.5% (497/965 ) Toh o7z, EREWERIZELD 13. 2%, fHIR 12. 3%, O NEME 10. 2%, 5EJE
6.8% M INTHI 5. 0% T o721,

<EBFRL 17.1.1 X v#sie>

<Rz U REE>

[E PSS T AR B OVES TR AR

ATIIEE T AEERER . 15 AR R OV o & 2MEIRIE T LB 2 A GE 3B L7hs. s
RILT72.7% (352/484 Bll) Th o7, YIHIHBETHRPBOONLVEFHITENTYH, HETDHZ
ETRRNRD B P,

BIERZEBISEEE 1T 74. 9% (384/513 f5) Th-o7-, FERBIEMIZ, Hols 29.6% (152/513 §i), f&#
iR 20. 7% (106/513 f51]) , 5HYF 9. 6% (49/513 i) . T 9.2% (47/513 Bi) . HINKME 7. 6% (39/513
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Bl . FRERMED E N T7.6% (39/513 f4i) . 1B 6.6% (34/513 f4]) . BBAKAHE 6. 6% (34/513 ) .
HATR 6. 0% (31/513 1)) . RARIEGE 5.8% (30/513 ) ThH-7=19,
<BFUL 17.1.3 L v#Ese>
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EEHE(ICEY DIEHE

\

EBFHICEEH S LEMITLEHME

BRI E B b= OFBYABBLEER : 7 VRRH v Lo VRE, /S| R T SRR,
TRAVERTT Ny 2 VR

T : B B DLW ODEE - DREL, BHORMTEEBHT D2 L,

EEER

() ERELL - ERRRF
TR T CEBEITMANE R R = CMRICFEET S e R = FERD JA SR A TR ) DR
MIZHET 28 Y TH D IMNO T 7 AMBRICEIT 58 r b=V RELZEO CTRIictEe =
VHRGEE TTET I LD EEZLND Y,
<BFEL 18.1 L vizit>

D) Ty Mg T 7 b =AW ERIZBIT S, Aflotr b= IARIZR 5 50% 0]
R (IC,) 120.058umol/L THV., AFlotw = BV IARBAEEMTZ/ Vo271 v
E RS2 UERD GAB L EE I 20 RN TH - 72 (in vitro),

<BTIRT 18.1.1 X viizit>

2) 7w MXUT T UREHE S & O ZERBRICE W T, AANTE e = R IABERALIZ BB
PERTN, TRUT Y UZFIK (an a, B)e RARIUERFIR, 22D D UZRE, B A
ZIVEAER H), v h=2ZEm R (6-HT, 5-HT ), 5-HT,, 5-HT,), NI 7R %
BAIRA~OFESHTFMITE o 72 (invitro), T2~ T AIZBIT BN/ VT RLF 1) UMk AR,
RS VR K OB AT U AT | F L a3 Y AFRCR OTEMEALIZ L 0 £ T8RRI
Bh RIES o7z D,

<EFIRXL 18.1.2 X st >

(2) ExhEZ4T 1T S BRAKE
1) #195>1EH
O~ 7 A % T2 il AR KGR BRI 3 TR B 2 45E L 7= 2V,
<BTIRL 18.2.1 X viizit>

@7 v b &AW EEEBIKKRBRIC W TR TR OKE[EfisE) O 2 IE L7 2,
<BTFU 18.2.2 X vi#Est>

@URERAEH T > o> B FEEBE) o U 2 3miEl Lz 2,
<BFU 18.2.3 L vi#Est>

@A SV AATICE D ER T v O HBESHBEOHD & [E S w72,
<BFU 18.2.4 L vi#Est>
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O~ U A& W REBERRIC BV ORI & i L7 %2,
<t/ LT VU VEE TBE] O~y AZRHWZE 5 StEH oG (in vivo) >
AFNOHL D SVEM % 1CR RBEE~ 7 A2 HWTHRE L, BEERRICBIT 2 RENR R 2 5 &
L Cafi L 72,
A NT U B TBR] R OMERERA 2 BBt BB ZR L, B 702 LT 10 72
1% 30 mg/kg O CTHRERBAAA 1 FERIATICR D& 5 (10mL/kg) L7-,
FORER, MREANTE HIZEBEREREE LT 10 B8 L0 30mg/kg O HEIZB W CTREIEFH %2
FMEL7- (M1 ; p<0.01, Dunnett % B W E) .

180 -
160 - I
140 -
~ 120 - s
ﬁ E 3 3
= 100 -
o T
% 80 - * % 5ﬂ55 .
e
£ 60 - S
e
e
40 -
i
20 - i
e
0 e
30 10 30
. ma/kg p.o.
A (mg/kg p.o.)

TILNSUEETERE | RAERIF (F2%. 100 mg)

K1 vOREBBRESHRICEITSIHR
SEEE S REHERR 22 n=12
s <0, 01 (WEIEHE 5B & O Dunnett % M il )

2) BIARZEAEH
O~ T AR T AEBNRELARICBWTH T AEBWE LITEZ28H Lz 2,
<BFU 18.3.1 L vi#sie>

@~ U A% AW TR ST BRI B\ T < AT & B L7z 2,
<kBNFTVUUEE THIE O~ REHWERREZIEROME (in vivo) >
KRN OFAZVER % . C57TBL/6NCrl RMfEME~ 7 2 & W TRET L, RSt RBRics T 54
< HATEhZFREE & U CEMm L 72,
B NT U 8 TG R OMEER 2 E2 . BBR AR L, BV FT7 U & LT 10 72
(3 30mg/kg DAET. 1 B HORMEATT R TE®S 1 H 117 BFEKER Q55 (10nL/ke)
Lz, 723, 7 H BT < ATEHIE 1 Refiamic i 5 Lz,
ZORER, WK & b IR G L HlE LT 30mg/kg DA ETI L HTE A M L. (K2 ;
p<0. 01, Dunnett 7% & LLESRRE) o
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60 -

50 - T
401 |1
S
& 30 - "
I
LT 20
o

10 -

0

10 30 10 30

(mg/kg p.o.)

3 VILRSYLERTBRA]  AZHERF] GEFI. 100 mg)

X2 <oRBWMESMTHERIZE TSR
PEIME EARAERGE, n=12
sk p<0. 01 (VABES 55 & O Ll Dunnett 4% 8 HLERIE)

3) 5-HT, S AMAEENRRIC X 5 A FEB) &R 3T D 1EH
m-7 Bu 7=/ LtR5 Py (n-CPP) DEEIZL DT v hoHFEEE ORI 2B L7 %Y,
<BFUSC 18.4 L #EEEE>

(3) YEFARIREFMAE - HFiahsrE
YR L
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VI

EWEREICERT DIEH

A REDHR

(W AELEMNGIFRE
M ER L

(2) ERPREAER CTRER S M- HRE

1) H[REH

fEEERR N B (6 41)) (2L T U 250, 100 KON 200mg ™ Z & (C EEIRE O %5 L 72 B oo e I
HECPEEE (Cmax) (T4 16,1, 30.8 KT 90. 8ng/mL, LA rhi s — bR i s (AUC,...)
ILENZEH 0.557, 1.081 T 2.975u g« hr/mL Tod Y HEIZEWIEIN Lo, Fo, iR
W (T,,) 1550, 100 KT8 200mg ) BeGoxt L, 224 22.5, 24. 1 KON 23. 4 Bl T o 7= 2,

(ng/mL)

100

—— LIl h T 200
e L k51 2 100mg
-l LR T 2 60ng

X 1

72

1% G- 4

HEKEROmMEFRE

96 120

144
(hr)

&1 wILESY 50,100 BV 200mg ® ZHERE LIBEOEIL NS5 o OEYERE/S A

—4
b Cmax Tmax T,/ AUC, .,
(mg) " (ng/mL) (hr) (hr) (p g« hr/mL)
50 6 15.1%£4.3 8.7x2.1 22.5%8.1 0. 557%0. 261
100 6 30.8£7.9 6.7x1.0 24.1%x7.9 1. 081 =%0. 551
200 6 90.8%x15.0 6.3x1.5 23.4%6.2 2.975%1. 001
(Mean=*S.D.)

1E) AKIOEFEMAEITZLH 100mg TTTH S,

2) RiE#SE

<BFU 16.1.1 Lzt >

fEEERR A BT (6 61) ('L RT VU2 100mg 2 1 B 1[0 10 HE#H&%ZICER QKRS LZRolm
SRR TG 5 HEIITERIREBICE L, 10 HOKERGIZ X Bl (R=2.0) 2825
ZifE (51 HH : Cmax 40. 5ng/mL, AUC,,, 0. 6121 g+ hr/mL, 10 H H : Cmax 69. 9ng/mL, AUC,_,, 1. 22

wge*hr/mL) %

B B ol
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3) AW R R

T kT U U 50mg TR 20

(T I DM FRI R MR A RT A4 v Bk 24 £ 2 A 29 H SEERAHR 0229 45 10 &)
‘A RNT Y UBESOmg THTR] V=AY a7 MNESBOMg &2, 7 R AF—"—EIZL D ZENEN 16
(B/V TV & LT h0mg) flEFER A B ICHE B B O 5 L Cii i PR 2 AR EE 2 e L.
BONT-EYENEENTF A —% (AUC, Cmax) (ZDOWT 90%[EHE X FEIVEIC CTREMHENT 21T o 7= f5 5.
log (0.80) ~log (1.25) DOEPHNTH V| MHAIDAEYFHIRIZEIED MR S vz,

(ng/mL)
20 o I kT 2 EEE0mgl B
% o Y2 A V17 FES0mg
i 15 (Mean+S.D.. n=23)
+
N
10
5
1)
-~ 5 T,
S| g
EE é [ S P
0 & - - ' ' —
04 812 24 26 48 T2 96
530 (hr)
X2 50mg fEixERFOmMBAREIL bT ) VEEHTR
=2 EYHENSIA—4
HE/NT A—H BENT A —H
e AUC C
o t max Tmax T,/
(ng * hr/mL) (ng/mL) (hr) (hr)
I/ A ] N l/r‘-’
'?%;57)“€E5m@ 23 388.7+123. 7 16. 883, 96 4.7+0.8 | 28.6+6.7
=
g&z/f7‘j7]‘% 23 366. 0£93. 1 15. 07+2. 77 4.9+0.8 | 28.246.6

Mean=S. D.
M AEH R I ONT AUC, Cmax 5D /XT A —Z 1%, #BRE OB, (RIKOBEEIEL - Rl % O S
iz X > TR D AREMNH 5,

L kT U L bE 25mg - 100mg BTG @ ®
YL b7 U 8E 25mg THHTRI ROV b7 U 88 100mg TBHTR) (3. [EEAEZ2 D80 ERA
DEMZFRIR LGB T A RT 4 2] (CFak 24 2 A 29 B, BEEEAR 0229 5 10 5) (25
X, B NT U B 50mg THITA) ZARMERAIL L7- b & VEHEENSE LS A &
Bl ENT-, (TIV.9. M DEBMR)

(3) hEE
M ER L

4 EBE - tREDEE

1) BFEORE

RN B ME (12 41) 12 TV v Tomg & 228 R VR ICHLEIRR e G- U, BN HE 2 Lhig

L7z, B#%EGFO Cmax 13 21.9ng/mL TH Y | ZEHERE KD 18. Ing/mL IZHATELS, AER

ENRDLNIZHDD, AUC, ... Tmax KT, , ITIZTAEEITFBD LARN-TZ 2,
<EBEFIRX 16.2.1 X v#zit>
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2) PFHIEDRE
Ourzyr v
fEEERR A B (15 ) 2B/ RT U U EES (50mg/H N5 200mg/ HY & CHAR) A&k OS5
22 HEIZUNLNZ 7 U2 0.75mg/kg ZHEROKEG L, VL7 7 Uo7 a ha e s RGRE
BT (AUC, ) ROMIAEE AR AREZHE L, BV TV UL T 7 ) O HFEGIC X
D, DTN RBNSHEERBAENRBD LN UEAT—4), [9.1.7, 10.2 2]
) AFNOAZEMEIZ L H 100mg ETTH 5,

<FBFIRX 16.7.1 X viizit>

@QMLTHIR
TEEERR A BIE (25 #) 12BN T U U E#ES (50mg/ H2vD 200mg/ B £ CHAR) A& OMES
22 HEIZ MV 7 4 2 R 1000mg % BLEEARNR G- L7-BED FL 7 2 X RoOEYEEEEZ T LT-, &
NWETZV e MV TEZI ROAKGICEY, AT HEI RO VT 70 ATREZRETRRD 5
iz WEAT—4), [10.2 B8]
) AEFOAZEMEIZ L H 100mg ETTH 5,

<BTIRX 16.7.2 X vzt >

@V AFT
R N B E (12 ) 12 AF T 800mg % 8 HIMREH G- L, 52 HEIZE/L FZ U > 100mg
ZHEIGAEEG LRV T ) COEYBIREEZ R L, VATV CoffHIcLY, 78R
JEARHC TV BT U 2D AUC, 139 50%. Cmax LTV T, 1349 26% K L7 2 UEAT — %),
[10.2 & HR]

<FBFIRX 16.7.3 X viizit>

VL 7. fHEAEH 1 DHEZSMR
BEYLRER/NTA—4

() Rt 75k
REERR L

(2) WUIEE FE L
M ER L

() HELEETES
T NTY BESOmg THATE)] Z 188 (B TV & LT H0mg) HARAGEERAR 23 4I12HA
HA[ARE O 5 U 72RO T S B B4 ¢ 0. 02540, 0054hr™" (mean=S.D.)

DHo2IVTF7SUR
M ER L

(5) H TR
SIATEREDS K X 1

(6) ZDith
M ER L
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3.

4.

5.

BEH REaL—L3v) @

OF 2ivap
DR L

QD INF A2 EBHER

M ER L
M UR
VIL 1. (4) &5 - PERRORE ] OESMH
VXiil
(1) Mm% — Aixi BE P9 @B 14
MR L

(2) % — R B2 R P @B 14
MR L
VI 6. (5)fFhf] DIESHR

Q) EiA~DFBITH
kiO%%%ﬁﬁﬂﬁ(%m)’ﬁwh?)y%~mmyi%1a1@ 14 AL ERIER A #
B LR, WTPNoOBILEOITICB O THEEL RIS U i3S, ARomBEizcB Ty 'L

U URRERSNEZY GFEAT—%), [9.6 5]
1E) AKIOEFEMAEITZLH 100mg TTTH S,
<BFU 16.3.2 L st >

) FEHRERA~DFBITHE
M E R L

(5) Z DDA~ DFEITH
YR L

(&mﬁﬁEﬁé

in vitrolZBT 5t MIEEBEMKARIIN 98.5% Th - 72 Y,
<BIFIR 16.3.1 L #EE>
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9.

e

(1) FHERAL R U BHR R
ARANTEE L THIETIRE SN D,
[VIL. 6. (8) m=iln& | DIESR

AHNOERFHIIN-TAATF AL ET Y U THY, ZOMIZHERONRBYBFET D, 725,
REHZIE CYP2C19, CYP2C9, CYP2B6 B (N CYP3A4 72 Kb 7a < & b 4 FEOIFEMMHEESRE NS L <
B0, HAHERKEEZRT Y, [10. 2]

<BFEXL 16.4.1 X i#zzE>

Q) RHIBEE5T 58K (C(YPF) DHFiE. HFEE
TVIL 6. (1) FREHENL K OGRS | DIHE R

Q) VEEBAMEDEERVZDEE
M E R L

@) REVOFEEDOEFERVENL., FELESE
M ER e L

Bt
D R A BYE (6 61) 12/ RT U 50, 100 KT 200mg ™ 2 BB ICHERE A& G LIZK, 5%
24 FEH £ CORBILARD R PPN T RO A EIZBOWTHH 0. 1% TH -7 ),
) AFNOAZRFARIL L H 100mg £ETTH D,
<EBFIRX 16.5.1 X v #zit>

2)BEFERRA B M OMEIA, 2 fi) (2 MC-1ERkt v T U bomg & HERE A& G L7z, 5% 9 A H

F TICRPICR G HETRED 43. 5% (1T & A E0MCHI) 28, #EIZ 4. 5% N2 gt S - 3,
<BFUL 16.5.2 LV #EEE>

S U RR—A2—IZBET B1EH

gk L
BEMEICK DBREE

B b7V BT OAERENREZ VO T, FREIFIR, BT, MR K O Al M X & £ 0 2R
TR,
[VIL 10. @ &5 ) OTESMR

10. RENEREFHILEE

1) BHEREREE R
BIMEREEE RS (24 f) 1B FT U 2 100mg ZRBICHBIREAOKE L, LT U oMl
R IXBREREDOEEIC LV mL R A AR LN, F0 FHOBREIT/NE -7 GFEANT —
2,

<BFU 16.6.1 L i#Es>

2) FTPRERERR & A
VIR EMEAT A 42858 (Child-Pugh O3 A OV B, 10 1) (2&/V FT U > 100mg Z HAREIRE M
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11.

B U7=Re D M S b HERS 1T, ERERR N & BRlE LT Cmax 28549 1.7 ff%, AUC, .2 4.4 f8hnL., T,
2.3 fFIER LTz, £/, BV FT VU 2 50mg ZHKREIRESE (&GT Child-Pugh ®43%E A X TVB, 10
B (2 21 AREIRER O#E U=, HEER SR L B O@Em 2B bz GFEAT—4), [9.3
M

<BFURL 16.6.2 X #EEEL>

3) miknE
Ekn O OWERE (HARN, BES5 Fl, £tk 8 ., 65mLh L) IV T Y % 1 H 1AL & 68
M ERE O (25mg/ H D Tomg/ H £ CHI&E) L7z, @l D T,, (B 30. 7 KfE, 2otk 35. 7
M) 1. EEERR A BYEo 23, 4 Bif & bt U TR < A A AR bz 20,
milnE OMEN, B 11, &k 11 L 65 B B) RO OMELNL B 11 I, otk 11
18~457%) ([CB/LFZ V% 1 H 118, 30 HEIKERDBSE (50mg/ H2x5 200mg/ B & CHIE)
L7720 IR A B M D& 54 D Cmax 1% 117. bng/mL T&H U | &g (554 135. 4ng/mL. 2P 147, Ing/mL)
RO A &M (165, 6ng/mL) (ZH~, AEITEN - 7228, AUCIZIFWTHORER THAERZETRD
Sieinot, [9.8 BHR]
) AFNOAGRAREIL L H 100mg ETTH D,

<EBFIR 16.6.3 L 0 #xEd >

ZDith
MM E R L
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Z&e EALOIESF) (CEYSHIER

AR EZDERH
IhTuniagn

T
S.Qm
5 IR

*.

ek

SREEZTDEH

EE (ROBHEIZEFIRELEWNIE)

2.1 RFN DSy 2%t LisBuE OBEERE DO & 5 B

2.2 MAO BHEAIZ & 59 & 5 W Iidx G- IE% 14 ARRIUINOEFE [10.1, 11. 1.1 /]
2.3 BEYV NE&EGHOESE [10.1, 11.1.8 ]

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

RZRUREICEET I8 L TOEH
(V.4 FRER ORI BB 5 k8 22T 52 L,

EEGEXRWIEL ZTDER

8. EELERNIEER
(Zhaesk@)

8.1 5 DJERZET HDHEEIIHARIENHY . HECKOBZENRHDHD T, ZO LX) REEIX
BB R 72 S NG B2 EF T 5 BICITEE ORE R OYRRED b 2 I ERS BET 5
Z&, [5.1, 7., 8.28.4, 9.1.1, 9.1.2, 9.7.2, 9.7.3, 15.1. 1 ]

8.2 N4, M, BUE. N=v ZRME AR, GRITENE. R, WM, mEE, T YT
FEER TS, B, BRSERH b Z B SNTWD, T, RNEBRIIH ST
IRV, 2D DFER - FTEIZ Sk LTIEBNIC B W T, R R OB T A K EE, B&e
X, ETAEPREIN TS, BEORELHFEOEIZEERSBILETLIELEHIZ,
O OIEROENBIE SN2 GEICE, IREEEZHEY T, haollEL, Pid 572 L
g 2475 2 &, [6.1, 7., 8.1, 8.3, 8.4, 9.1.1-9.1.4, 9.7.2, 9.7.3, 15.1. 1 ]

8.3 AERBEMTOWMERMZ <D, BREBERDRD b BEIALSGTT 555121, 1RGO
WG A ER/NRICE EHH b, [6.1, 7., 8.1, 8.2, 8.4, 9.1.1, 9.1.2, 9.7.2, 9.7.3,
15. 1. 1 ]

8.4 FEHICHASES ARMK, HE, KBE, 5SS OTEI O & O BB L
BHHDILD Y AT FEZONWTHoaHE TV, ERE BEISERZI GO XOoRET5 2L,
(5.1, 7., 8.1-8.3, 9.1.1-9.1.4, 9.7.2, 9.7.3, 15.1.1 &]

8.5 IR&K., ®FWERHLLDLNDZ ENHDHDT, HENEDERS G Z £ O ik 2 B ET 2 B
WIE RS Es 2 L,

8.6 HAHIL (ZRoHIk) [Tk, K2, Bl e, BZEMEDE W, SHEE. SRR OVEL
ENbLLbNDZ ENRREINTWD, &E52HIET 25612, ZRoFIEE#ET, BFD
WREEBEZ L 2D OMHRAICHET D Z &,

8.7 /MDD Z &b DD T, FEMMFITMERELZITS 2 &, [11.1.9 ZH]
(ME®R L REE)

8.8 MMEZE A ML ARFBFIZEWTIE, JEROBIBE +2ITBIZE L, AAZEREFEL Ly
9. EHIRICAR OGO BELIZHOW TR 5 2 &,
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6. BENERZHI HPEEHICHT IR

() EHE - BEEZFDOHLHESE

9.1 BHHE - MERZEOHLEE
9.1.1 BS5OREHE
Pz, BRAENAL OIS ZENH S, [6.1, 7., 8.1-8.4, 9.1.2, 9.7.2, 9.7.3, 15.1.1
%%]
2 BRSEXIEREROBEFOHSEE. BRSEDOHLIESE
E LaE., BRENNH NS ENH D, [6.1, 7..8.1-8.4, 9.1.1, 9.7.2,9.7.3, 15.1. 1
Z ]
9.1.3 BMDF/EMEZEXIIMERFAEDNDRTRDH SHEHE
FEHERZ BRI 208355, [8.2, 8.4, 9. 1.4 2]
9.1.4 HEIMASWHEEETEZETLEE
FEHEIRZ B IS 208355, [8.2, 8.4, 9.1.3 5]
9.1.5 TALAZEDERBEERERIICNLDOBREFEOHDEE
KB RIEERETZEnH D, [11.1.3 58]
9.1.6 AT ERXIIZDHRERDHDHEE. ERLRIRCEH ) VLMEENHDLEE
QT B, OEMHA (torsade de pointes #3te) ZEZTRBZNNH D, [10.2, 11.1.8 ]
9.1.7 HMDEKRMEZEHIERZHAL TS EE, HMERXEHOMZEROHSESE
s, B/, mRESHRES T D, [10.2, 16.7.1 &H]
9.1.8 HFKNEXIIZDOHRERDHZESE
RIEERZEZ L, ERPENTIEENLRD D,

(2) BHEEfEE RS
B STV

Q) FHkpelEERE

9.3 FFREfEEEE
I i R e N E R L, AUC RONC,, ARG A Z LD, [16.6.2 B

A EJEREE R T HFE
BRE I N TV

(5) 4Ei%

9.5 1%

B0 SATAENR U CW A RTREVED & 2 M2 X, TR Lo AN fERME%L BRl S &S s
BCOREETHZ L,

9.5. 1 IR RIACAH & DN I SSRI, SNRI 234& G- S 7= et HZE L= R ICB W T, A
BEIM O R, FEVAE), RERBEZLIEL T 5, BEBER & RROIER D HEEZICH B D
Nl O@ENR DD, BRPTRE LTI, MEREE, F7 /2 —8, Bk, FE KRR
EOMFLREE . R, RMBEE. SERIRIKT. SERILE, AT, R Ko Sl
Wk, Rk ONL & BRI T D

9.5.2 AN OEFFAEIZIB T, ﬂ%¢ \CARHN & & Te SSRT &P b S 7= £etE S HPE L= 3 AR
BWT, e %@&%ﬁmrf®)zﬁﬁﬁMLtk®ﬁ%ﬁ%é”mo:@5%10@%
BTIX, IR 34 LIRS A 7o B A RS 35 1 2 87 A VB A PR il o i = SE R AE D U R 77 B
E%E%®E5Tﬁ24@%EEEWL24@\ﬂ%@%&ﬁ%%®&5?ﬁ&6@%Eﬁ@
f1.2-8.3) Th-oi= ",
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OF:ERG

9.6 &3.im
BE EOFRMER O REOFIMEZEZRE L, BHLOME TP IEEMETdTHZ &, B M
HLP~BITTHZERHESN TS O, [16.3.2 BH]
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13) DSM-IV: American Psychiatric Association CKEEMIES24S) @ Diagnostic and Statistical
Manual of Mental Disorders, 4th edition (DSM-IV K5MIEHEDOZW « figt~==7T/1)
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1) The use of stems in the selection of International Nonproprietary Names (INN) for
pharmaceutical substances 2018 (Stem Book 2018)

2) B/ bT U E 26mg THATR) OREMIZET &R FNERH [D000848]

3) BANT U UEE THGR) OWERERICE T 28R (ol ZzErt) ((ENEED) [D000858]

4) 'V RT VU B SOmg THVR) OZEMICET HER (fENEELD [D000851]

5) B/ hT7 U EE 100mg THIE) OREMICET 28R FENEEL) [D000854]

6) L kT U EE 25mg THITR ) OIRHME (R ZMERER) (B4 2 &8 GENEEH [D000066]
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(3) .1)
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1. EENETORTIRR
WS CORBIRIITILUTOLEEBY TH 5, (2023 4 12 A BFH)

4 Wrot
K[ ZOLOFT fih

) ERREBIZOWTIR, 74 B ABRKRORWEEDNRTEL TV D,

2. BYIET HEBKRZIEFER
(D) KERH BT B UESME L CRIEIRA G, A= b7 U 74950
AICB D EOEREAT 2 BHICHT U [9.5 ) 9.6 LA OEO TR T O
EBVTHY, KEOTBMNILERRA—A T U THHLITRRD,

I HENERERT OVBABICHT IR

9.5 114w
PRI SUFHEYR L T2 TREME D & 2 PEIZIE, iR EOF IS a2 EF D Ll S h o 56
(CORBES DL,

9.5. 1 {EIRAKHNTAAIH 2 iF o> SSRI, SNRI 2345 S 7= eMEASNHEE L= 3 RIcB W T, AR
HIMOIER . MERAHE), R REBZ NI L T 5, BEMUER & FEROIER DS HFERZ IS b bl &
DWENRD D, BRI E LTE, MRkEa, 57/ —8, S\, 5$0E, REFAGREE, mrleE
=g, (RMEE, SRR T, ARSI, AT, R, K o x| B, FRitEo
PMEPHREIN TS,

9.5.2 WA OEFIRHAEIZIB T, ERPICAAZ G T SSRT 285 Sl s tHeE L7 ENIc ks
W, A REREMEG S MERED Y 2 7 BN L7 & OWMENH D, 2D H 5 1 SO TIX, #F
W% 34 LRI AE E - BAEVIC R 2 B A VLB & M EAERAE D U 2 7 ik, ERR O &
X 2.4 (95%EHEXM 1.2-4.3) . fERF WAL OEH OG- TIiL 3.6 (95%(5HEXH 1. 2-8.3)
ThHoT,

9.6 ZILWF
1RE EOREMER O RFRBOAGREMELZZE L, HAOMKGE TP IEEHREFTT 52 &, B MR
~ATTHZ ERHE I TN D, [16.3.2 B ]

it FLEHAE
KE OBAT S 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 should
encourage patients to enroll by calling the National Pregnancy Registry for
Antidepressants at 1-866-961-2388 or visiting online at
https://womensmentalhealth. org/research/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 /[see Warnings and Precautions
(5. 3) and Clinical Considerations].

Overall, available published epidemiologic studies of pregnant women exposed to
sertraline in the first trimester suggest no difference in major birth defect risk
compared to the background rate for major birth defects in comparator populations.

Some studies have reported increases for specific major birth defects; however,
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these study results are inconclusive /See Data/. There are clinical considerations
regarding neonates exposed to SSRIs and SNRIs, including ZOLOFT, during the third
trimester of pregnancy [See Clinical Considerations].

Although no teratogenicity was observed in animal reproduction studies, delayed
fetal ossification was observed when sertraline was administered during the period
of organogenesis at doses less than the maximum recommended human dose (MRHD) in
rats and doses 3.1 times the MRHD in rabbits on a mg/m® basis in adolescents. When
sertraline was administered to female rats during the last third of gestation
there was an increase in the number of stillborn pups and pup deaths during the
first four days after birth at the MRHD /See Data].

The background risk of major birth defects and miscarriage for the indicated
population are unknown. In the U.S. general population, the estimated background
risk of major birth defects and miscarriage in clinically recognized pregnancies
is 2-4% and 15-20%, respectively. Advise a pregnant woman of possible risks to
the fetus when prescribing ZOLOFT.

ZOLOFT oral solution contains 12% alcohol and is not recommended during pregnancy
because there is no known safe level of alcohol exposure during pregnancy

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

A prospective longitudinal study followed 201 pregnant women with a history of
major depression who were euthymic taking antidepressants at the beginning of
pregnancy. The women who discontinued antidepressants during pregnancy were more
likely to experience a relapse of major depression than women who continued
antidepressants. Consider the risks of untreated depression when discontinuing
or changing treatment with antidepressant medication during pregnancy and
postpartum.

Maternal Adverse Reactions
Use of ZOLOFT in the month before delivery may be associated with an increased
risk of postpartum hemorrhage /[see Warnings and Precautions (5.3)]

Fetal/Neonatal adverse reactions

Exposure to SSRIs and SNRIs, including ZOLOFT in late pregnancy may lead to an
increased risk for neonatal complications requiring prolonged hospitalization,
respiratory support, and tube feeding, and/or persistent pulmonary hypertension
of the newborn (PPHN).

When treating a pregnant woman with ZOLOFT during the third trimester, carefully
consider both the potential risks and benefits of treatment. Monitor neonates who
were exposed to ZOLOFT in the third trimester of pregnancy for PPHN and drug
discontinuation syndrome /[See Data]

Data_
Human Data

Third Trimester Exposure

Neonates exposed to ZOLOFT and other SSRIs or SNRIs late in the third trimester
have developed complications requiring prolonged hospitalization, respiratory
support, and tube feeding. These findings are based on post—marketing reports.
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. In some cases, the
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clinical picture was consistent with serotonin syndrome [See Warnings and
Precautions (5.2)].

Exposure during late pregnancy to SSRIs may have an increased risk for persistent
pulmonary hypertension of the newborn (PPHN). PPHN occurs in 1-2 per 1,000 live
births in the general population and is associated with substantial neonatal
morbidity and mortality. In a retrospective case—control study of 377 women whose
infants were born with PPHN and 836 women whose infants were born healthy, the
risk for developing PPHN was approximately six—fold higher for infants exposed
to SSRIs after the 20" week of gestation compared to infants who had not been
exposed to antidepressants during pregnancy. A study of 831,324 infants born in
Sweden in 1997-2005 found a PPHN risk ratio of 2.4 (95% CI 1.2-4.3) associated
with patient—reported maternal use of SSRIs “in early pregnancy” and a PPHN risk
ratio of 3.6 (95% CI 1.2-8.3) associated with a combination of patient-reported
maternal use of SSRIs “in early pregnancy” and an antenatal SSRI prescription “in
later pregnancy”.

First Trimester Exposure

The weight of evidence from epidemiologic studies of pregnant women exposed to
sertraline in the first trimester suggest no difference in major birth defect risk
compared to the background rate for major birth defects in pregnant women who were
not exposed to sertraline. A meta—analysis of studies suggest no increase in the
risk of total malformations (summary odds ratio=1.01, 95% CI=0.88-1.17) or cardiac
malformations (summary odds ratio=0.93, 95% CI=0.70-1.23) among offspring of
women with first trimester exposure to sertraline. An increased risk of congenital
cardiac defects, specifically septal defects, the most common type of congenital
heart defect, was observed in some published epidemiologic studies with first
trimester sertraline exposure; however, most of these studies were limited by the
use of comparison populations that did not allow for the control of confounders
such as the underlying depression and associated conditions and behaviors, which
may be factors associated with increased risk of these malformations

Animal Data

Reproduction studies have been performed in rats and rabbits at doses up to 80
mg/kg/day and 40 mg/kg/day, respectively. These doses correspond to approximately
3.1 times the maximum recommended human dose (MRHD) of 200 mg/day on a mg/m’® basis
in adolescents. There was no evidence of teratogenicity at any dose level. When
pregnant rats and rabbits were given sertraline during the period of
organogenesis, delayed ossification was observed in fetuses at doses of 10 mg/kg
(0.4 times the MRHD on a mg/m? basis) in rats and 40 mg/kg (3.1 times the MRHD
on a mg/m’ basis) in rabbits. When female rats received sertraline during the last
third of gestation and throughout lactation, there was an increase in stillborn
pups and pup deaths during the first 4 days after birth. Pup body weights were
also decreased during the first four days after birth. These effects occurred at
a dose of 20 mg/kg (0.8 times the MRHD on a mg/m? basis). The no effect dose for
rat pup mortality was 10 mg/kg (0.4 times the MRHD on a mg/m’ basis). The decrease
in pup survival was shown to be due to in utero exposure to sertraline. The clinical
significance of these effects is unknown

8.2 Lactation

Risk Summary

Available data from published literature demonstrate low levels of sertraline and
its metabolites in human milk /See Data/. There are no data on the effects of
sertraline on milk production. The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for ZOLOFT
and any potential adverse effects on the breastfed infant from the drug or from
the underlying maternal condition.
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Data

f;_;_published pooled analysis of 53 mother—infant pairs, exclusively human
milk-fed infants had an average of 2% (range 0% to 15%) of the sertraline serum
levels measured in their mothers. No adverse reactions were observed in these
infants.

KE DFRAS3CE © ZOLOFT

https://www. accessdata. fda. gov/drugsatfda_docs/label/2023/019839s108, 20990s0621b1. pdf
(2023412 A 18 A7 7 & R)
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(An Australian categorisation of risk of drug use in pregnancy)

https://www. tga. gov. au/products/medicines/find-information—-about-medicine/prescribing-medicines—pre
gnancy—database
(20234 12 A 18 HT 7 & A)
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A —A MZ U7 D4¥E (An Australian categorisation of risk of drug use 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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1#) DSM-1IV : American Psychiatric Association CKERSMEESSE) D Diagnostic and Statistical
Manual of Mental Disorders, 4th edition (DSM-IV K5tH¥EKHEDOZW « fiit~==7 /1)

HH i LRI
KE DO WRAF S 8.4 Pediatric Use
(2023 48 H) The safety and efficacy of ZOLOFT have been established in the treatment of OCD

in pediatric patients aged 6 to 17 [See Adverse Reactions (6.1), Clinical
Pharmacology (12.3), Clinical Studies (14.2)]. Safety and effectiveness in
pediatric patients in patients with OCD below the age of 6 have not been
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established. Safety and effectiveness have not been established in pediatric
patients for indications other than OCD. Two placebo—controlled trials were
conducted in pediatric patients with MDD, but the data were not sufficient to
support an indication for use in pediatric patients

Monitoring Pediatric Patients Treated with ZOLOFT
Monitor all patients being treated with antidepressants for clinical worsening

suicidal thoughts, and unusual changes in behavior, especially during the initial
few months of treatment, or at times of dose increases or decreases /[See Boxed
Warning, Warnings and Precautions (5. 1)]. Decreased appetite and weight loss have
been observed with the use of SSRIs. Monitor weight and growth in pediatric
patients treated with an SSRI such as ZOLOFT

Weight Loss in Studies in Pediatric Patients with MDD

In a pooled analysis of two 10-week, double-blind, placebo—controlled, flexible
dose (50-200 mg) outpatient trials for MDD (n=373), there was a difference in
weight change between ZOLOFT and placebo of roughly 1 kg, for both children (ages

6-11) and adolescents (ages 12-17), in both age groups representing a slight weight
loss for the ZOLOFT group compared to a slight gain for the placebo group. For
children, about 7% of the ZOLOFT-treated patients had a weight loss greater than
7% of body weight compared to 0% of the placebo—treated patients; for adolescents,
about 2% of ZOLOFT-treated patients had a weight loss > 7% of body weight compared
to about 1% of placebo-treated patients.

A subset of patients who completed the randomized controlled trials in patients
with MDD (ZOLOFT n=99, placebo n=122) were continued into a 24-week,
flexible—dose, open—label, extension study. Those subjects who completed 34 weeks
of ZOLOFT treatment (10 weeks in a placebo—controlled trial + 24 weeks open—label,
n=68) had weight gain that was similar to that expected using data from
age—adjusted peers. However, there are no studies that directly evaluate the
long—term effects of ZOLOFT on the growth, development, and maturation in
pediatric patients.

Alcohol Content in ZOLOFT Oral Solution
ZOLOFT oral solution contains 12% alcohol.

Juvenile Animal Data

A study conducted in juvenile rats at clinically relevant doses showed delay in
sexual maturation, but there was no effect on fertility in either males or females.

In this study in which juvenile rats were treated with oral doses of sertraline
at 0, 10, 40 or 80 mg/kg/day from postnatal day 21 to 56, a delay in sexual
maturation was observed in males treated with 80 mg/kg/day and females treated
with doses >10 mg/kg/day. There was no effect on male and female reproductive
endpoints or neurobehavioral development up to the highest dose tested (80
mg/kg/day), except a decrease in auditory startle response in females at 40 and
80 mg/kg/day at the end of treatment but not at the end of the drug -free period
The highest dose of 80 mg/kg/day produced plasma levels (AUC) of sertraline 5 times
those seen in pediatric patients (6 — 17 years of age) receiving the maximum
recommended dose of sertraline (200 mg/day)

KE OWRACE  ZOLOFT
https://www. accessdata. fda. gov/drugsatfda_docs/label/2023/019839s108, 20990s0621b1. pdf
(2023 4E 12 H ISAT 7 & A)

_48_



X1

Ec]

ARFE - REMEICER L TERERHIBZIT O ICH=> THOSEIFH

(1) #8%
Rz T5Z L,

RIS RS - Meiji Seika 7 7 <Rt < YV HHEE

TEL (03) 3273-3539

(2) itk - BMBAMRURERSF1—JDEBM

AR5 &,

(0120) 093-396

FAX (03) 3272-2438

WA Meiji Seika 7 7 <t < T VK=

TEL (03) 3273-3539

Z DO EEF
<HEIEFHICEE T 284 >
BE AR

(0120) 093-396

FAX (03) 3272-2438

BT EE THR] BRI DEFE L ZOF A~

(Fm)

meiji

IS Y VR s ZBRBICED
BERETOTREN

SOMBMOERR, [T5BA%] L[ROEAITT.
3oflE, R<BoMY, BN ER)BELEBHS, R4
CRLIBITUWKHERTTOT ST U2 K LiafiE |
BirELLS,

FGEBRCRIREPEHYOSEDYR— MHRETT,
l E;Lﬁﬁg.‘.ﬁ{bﬂﬁakﬁﬁukiﬂﬁlz(& TRIRICHES
\ &2,

O CORF—HCHRATEVGEVED, idabtTERs
PBERENBUET .
B thDREERATWSA B ST EBECBBULHEE L,

CORDRBHICDNT
® v FAIHREOKFENIERTRATIIEE,

© COERFDFHOBNSHGD, R4 [CERICETIZEF THP
LTWEFT,
HHBHOEHC, HETPEBIENA RS NZBEN B
=9 REOBETETHIBESDLHUFEF TN, BETEEN
Bl FHECBBLHIEE L,

© COEF, FHED LGl BTHBLTERERIELEY,
BERSUET B E, LEBIETHORILES. LI5S,
BEUBREDERN B ONZ LN BUFT, EREBYIC
BHEIIBTENEETY .

Meiji Seika D7L2 R &H

ey

y

()

| e

LTOERFBSONEHEEBECHERULTIEZN

® SOEPIDREOAZEATLFEVZVLERLZTEA BUFT,
CORERATVSME, BICBHZUHPROEEZE UHIC,
ALRRIR<BYELLEVEBSBEERDNBLBR LN B
(Qﬁ\ COLSHFHERDBSONZEEICE, TEEICERULTE
[ A

® FE[TES, LSVLST 3, HEd, BELPTL, RIFNIC/ "y T
REICHED. 5oL LRI TIRASPHOEFRERT . HEE
O HBNICE, FENCITRTS, UHELTLWaCEnTs
BV BEDERFBSDNZTENBYFET. TNSOERD
HESONIZESIE, TEECERLTIZE L, CORLOMEEN
FESHTEHYFEAN, CNSOERD BSHNIZADDITIE,
SOERBEDELELBHIRADERNEBLIDBSP. FEAT
gfu;:mt@&tu SEACHUTBEEMR YT HEED

HET,

TREDH

® CEEOARE FECVEVSTRSICES, BELPT L), BN
[E%53, 5£ LRI TTASOERAZRIBEDTETAD
FROECPIOERBEDDEDEHEIRADERDNBIATS
BREICOVWTESEN ST HCERCEIETHAZRL. 8BS
TAORBOZALICOVWTEREL, EHEFHSNBEICE, TEE
[CEFELT RSN, Fiz, BETATERBHRRICEN Boi
ERUIBSICR., TREOAICBEASKSICLTIIEEL,

TOf

® 6~ 1TEOAS ORUBEDHIANCORERALEE. Tt
FRETCEGENSIZEVSHENBUFE T, 1IBEFREOXS DR
BEOHIAR. TEESTHICERLTIEEL.

O EEDETEYICIRALTIESL.
ORICHBAERPADSBUVI ENHHESIFTEECTER
LEEL,
STO00603E
A
A7-20209

_49_




L mmmEn .
Meiji Seika 7Ltk &t
RRBARXAE 2-4-16

IFST017609



	Ⅰ．概要に関する項目
	１．開発の経緯
	２．製品の治療学的特性
	３．製品の製剤学的特性
	４．適正使用に関して周知すべき特性
	５．承認条件及び流通・使用上の制限事項
	６．ＲＭＰの概要

	Ⅱ．名称に関する項目
	１．販売名
	２．一般名
	３．構造式又は示性式
	４．分子式及び分子量
	５．化学名（命名法）又は本質
	６．慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	１．物理化学的性質
	２．有効成分の各種条件下における安定性
	３．有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	１．剤形
	２．製剤の組成
	３．添付溶解液の組成及び容量
	４．力価
	５．混入する可能性のある夾雑物
	６．製剤の各種条件下における安定性
	７．調製法及び溶解後の安定性
	８．他剤との配合変化（物理化学的変化）
	９．溶出性
	10．容器・包装
	11．別途提供される資材類
	12．その他

	Ⅴ．治療に関する項目
	１．効能又は効果
	２．効能又は効果に関連する注意
	３．用法及び用量
	４．用法及び用量に関連する注意
	５．臨床成績

	Ⅵ．薬効薬理に関する項目
	１．薬理学的に関連ある化合物又は化合物群
	２．薬理作用

	Ⅶ．薬物動態に関する項目
	１．血中濃度の推移
	２．薬物速度論的パラメータ
	３．母集団（ポピュレーション）解析
	４．吸収
	５．分布
	６．代謝
	７．排泄
	８．トランスポーターに関する情報
	９．透析等による除去率
	10．特定の背景を有する患者
	11．その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	１．警告内容とその理由
	２．禁忌内容とその理由
	３．効能又は効果に関連する注意とその理由
	４．用法及び用量に関連する注意とその理由
	５．重要な基本的注意とその理由
	６．特定の背景を有する患者に関する注意
	７．相互作用
	８．副作用
	９．臨床検査結果に及ぼす影響
	10．過量投与
	11．適用上の注意
	12．その他の注意

	Ⅸ．非臨床試験に関する項目
	１．薬理試験
	２．毒性試験

	Ⅹ．管理的事項に関する項目
	１．規制区分
	２．有効期間
	３．包装状態での貯法
	４．取扱い上の注意
	５．患者向け資材
	６．同一成分・同効薬
	７．国際誕生年月日
	８．製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	９．効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10．再審査結果、再評価結果公表年月日及びその内容
	11．再審査期間
	12．投薬期間制限に関する情報
	13．各種コード
	14．保険給付上の注意

	ⅩⅠ．文献
	１．引用文献
	２．その他の参考文献

	ⅩⅡ．参考資料
	１．主な外国での発売状況
	２．海外における臨床支援情報

	ⅩⅢ．備考
	１．調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	２．その他の関連資料




