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e 25mg [ 754K 50mg [ A¥4K ) 100mg [#5Hk)
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5.2 AFN A 18IATT DR 5 DI MEREE BF IR 53 5 BRI IT#ER
HEBEICRHT DL, [9.7.280]

(NMEHRRA FLAES)

5.3 A& 18R AN OIMER A N L AREBFITHE G T HEITIT
WIS A EEICRNT 2L, [9.7.35]

5.4 SMEH A N L ABREOBZKNIL, DSME HouEb) 2Bl LI
FEOFMBEICHEML, BERHZTEEICORRETH L,
73:) DSM : American Psychiatric Association CHK[EEHIEES:
£) ®™Diagnostic and Statistical Manual of Mental
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b. BERUVAE

WA, RACIEEAL R Y v LTIH26me MR L L, |1
H100mgE CHE L, 1A LIEIRAOES 35, 28, Fin, ER
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WXV, S D OGER - 1TE E Sk L7ZERNIC BV T, JERER
BOEA ST AZRSE, BAEN, thETENRE IR T
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B, AFIZBKREBELS LV S EHIBAH OB 5kt
DEFBIZOWVWTHRT D Z &,

L HEDERZETIREICEHTIEE

8.1 &HHE - BEEEOHI8F

.1.1 BS5ORESE
PR, BREERAH SN ENRH D, [6.1, 7.,
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oA EEEAEVVHEREEETAEE

FEHER MBS 2 08D 5, [8.2, 8.4, 9.1.38H]
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I, EURSAE IR I A E 73 AR VAT 1 B AR s
fitig L EAEFEAE O U A 7 ik, IRFEM OB G CTlE2. 4 (95%(F
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#4%) ®ODiagnostic and Statistical Manual of Mental
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1. BEKRE

AAN O EER G-, IIAH OB R G & MFeT Vva—L o

DRRIC L DS CHIAHEN THE STV D,
13.1 ER

BiR, BT (GEO - W) | R, Rk, R, B
HE BE3EOEVo LSt Ao ORWEHTHY . F

AU EIEAGRD DTz,

13.1 g
FREM) 72 fRFANIE ST e, TEMERR 55 Ol ) 7o L i
AT Z L, EMITED b, RANTSAEHARKE VO
T, GREIRIR, AT, MR M OB AR ML 13 8 F D ZHIREY T
7200,

14, ERALDOIEE

141 BRZFBOZEE
PTPEEE D IRANIPTP Y — My L CIRAT 5 & 58T
HZ L, PTPY— P OREABIZ X 0 | RV A 5628 A G s~
AL, BT E R Z U CTHERRN % O EEE 70 A OHE %2 0F 5
THLZERDH D,

15. ZDDEE

15. 1 EREREEAIZE D < 1548

15. 1.1 ¥4 CEE S iz K 5 Dtk ESEORBMWRELET D
BEEMNRE Lo, AFEELEEOI D SHOBEM T 7R
KRG R OMFHERICIB VT, 24U FToBRF I, B
BERHBREMOFHD Y X7 B ) SFIRERETT T R
L L CTE»o T,
7B, 5L EOBE BT D ARAERL AR EK ORI Y
A7 O EFIFFEO BT, 65 EICBWTIZED U X7 23
MHUt, [6.1, 7., 8.1-8.4, 9.1.1, 9.1.2, 9.7.2, 9.7.3%
i<l

15. 1.2 EIT505% LA b 2 b 812 i S 7= O EE A 1T B W
T, BIREEE b= FEY ABRBAEA R O =8 RPTD 2Al%
ELHL D SR ERG SNT-BET, BITOV AR ER LIz L
DFRENRH D,

15. 1.3 Mg4h CIME S N2 BERRBRIC BV T, RA & &R IR
' F =RV ALBER S TR (LSS, SRR
WA Z DAREMESRE ST 1))

15. L4 BT WAL E OUFRIC W TR, TOAEIMERE ]
LEAREMEDENT S TR0,

16. ZEYE)RE

16. 1 meEBE

16. 1.1 BEREEE
R BPE (61) (2L BT U 50, 100/ TUR200mgE) %A
BICHERR D& E Lo RE IEFIRE (Cu) FEhEh
15. 1, 30.8% TX90. 8ng/mL, i # o i BE — B R dh AR T o 7
(AUCo-o0) 1ZZFHZFH10.557, 1.081 % (f2.975u g * hr/aLCTH Y
FAEICEOEEIN Uiz, Fio, mBErPBREE =0 (ti2) 1350,
100 UR200mg™ FrH-(2kf L, ZN2h22.5, 24. 1% 023, 41
Tho71¥,
#16-1 /AT U 50, 100K R200mg™) A H[EIF 5 L 7=
TN T Y OEYENRE T A —H

b Crax Thax ti/e AUCq-co
mg) || (ng/mL) (hr) (hr) (ng - hr/nl)
50 |6 |15.1+4.3 | 8.7%+2.1 | 22.5+8.1 | 0.557%0. 261
100 | 6 |30.8+7.9| 6.7+1.0 | 24.1+7.9 | 1.081%0. 551
200%) | 6 190.8+15.0| 6.3*£1.5 | 23.4%6.2 | 2.975+1.001
Tmax + Fc e s JEE R S IR ] CPE + R )
16.1.2 RiEHRE

faRERR A B (661) 12/ bT U 100mgZ 1 H 1A10 B 81 &
AR OB G L 7R o iU PR BRI X B 55 B B I E R
REIEL, 10AMoE#REEIC L EHME (R=2.0) 2825
L (& 51HH : Chax 40.5ng/mL, AUCo-24 0.612 g * hr/mL,
10H B : Cpax 69.9ng/mL, AUCo-24 1.22 g * hr/mL) 1EERD B
ol

16. 1.3 £YEMRFH

(B b T U o BE25mg [H5HK))

v bT U BE2mg THMR) &V =AY v 7 MEE2mgE 7 1 A
F—nN—klick v EnETNIE (B ET UL L T25mg) fl
BB IS R B ARG O 5 Ui P R LA IR E A T E
L. Bon=EyEhie T A —4% (AUC, Cpx) (Z2OWVTI0%IE
FEH X MBI CTHRGHIRIT 21T > 72/ 8. log (0.80) ~1log
(1.25) OHFHENTH Y, WHOEYFHREENER SN
7’:15)0



#16-2 FEPEhE T A —H

i T A — & BENT A —H
AUCo-s0 Crax Thax ti/2
(ng * hr/mlL) (ng/mL) (hr) (hr)
‘LT R 181.9 7.6 5.2 26. 2
25mg [ AFHK) +79.8 +2.9 +0.8 +7.3
PET B/A= AN 178.8 7.4 5.4 27.5
25mg +89. 2 +3.5 +0.8 +6.7
CF-25fE £ FEE R )
(ng/mL)
12
—@— LAY EE25mel FHK ]
10} -=-O--= Dz A BT ME25mg
Jiir} Mean=+S.D., n=20
b
th
t
L
I
=
)
=
=
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0 o= ~
0 4 8 12 24 36 48 60 80
5% OB (hr)

X16-1 (Mt k51 e
v b TV U BESOmg TH5AK))

BT Y bES0mg T8k &V =AY 7 ESOmg AR 7 1 &
F—N—iEIC L EFNEFNLE (BT Y & L T50mg) il
%ﬁk%% THAR R O Fe 5 U i R ZE A AR A E

. FoNTEYTIRE T A —% (AUC, Cpax) (Z2VVTI0%1F
ﬁtﬁ& THFHREN 21T o 72/ %, log (0.80) ~log

(1.25) OHPEANTH Y, WHOEWFHFREEDERI N
f:15)0

#16-3 HEPEhRE T A —H

AT A—% BBIINT A —H
AUCo-s0 Crax Thax ti/2
(ng * hr/nL) (ng/mL) (hr) (hr)
A RTY B 426. 8 17.0 5.3 30.7
50mg [ AFHK) +121.6 +4.3 +1.1 +5.5
PET OA=AN 414. 3 16.5 5.4 31.2
50mg +126.9 +4.3 +0.9 +6.0
CEEE + R )
(ng/mL)
25
—@— LS 5E50mel A5 HK ]
—-O—— T4/ BT7 E50mg
Jii} 0 Mean=S.D., n=20
B
th
b4
L
t
>
J)
P4
i
=4
0 4 8 12 24 36 48 60 80
5% O (hr)

X16-2 Mg 50 R

PR EE N ONTAUC, Coax D /T A — & 1%, WBRAE ORI,
IR OERIEIEL - BFE S ORBREMHIC L - TR 2 WREENH
%o
16. 2 RIR
16.2.1 BREOTE

ERERR A B E (1261) 2B b T U o T5mg % ZEERE e VR 41T
HERO®HESG L, K2R L7, BREEGEEOCu T
21.9ng/mLTH Y | ZERGIEE 5 RFD18. Ing/mLIZH~RTHE <, ﬁ
BRENRDOENTZ b DD, AUCo-co, Tnax& Ut1/ ol I3HE

D BN N1,

16.3 &
1631§E|$EA
in vitro 2B} 5 b HLIEE AREA RITK8. 5% TH - 7217,
1&12ﬂ¢¢§ﬁ
KO E L) 23l (2661) (2& kT U 25~200mg) %1
AllE, 148 ML ERERO#ELS L2, WhoRiliEosl
HicksWTheAV MU gt &, AROMFICE N TS
BTV UBRHERESNEY WMEAT—4), [9.65H]
16. 4 38
16.4.1 B 7V VHERIEO FREWIIN-T A A F LB/ kT
VoThY, oML ERORBYNTEET S, k.
IZIECYP2C19, CYP2C9, CYP2B6% (RCYP3A47: B/ 7L & b AFED
P BiRERE NS L TR Y. 2K 2/Rx19, [10.&
i)
16.5 HEfit
16. 5.1 fEFesk A B 6F) 12'A kT U 250, 100 0200mgh®
T BRBICHBIRE O &G Ui, B 5 %24R5 ] £ CORELIKRD
RHPHRER IO AEICB O THR0. 1% TH - 7219,
16.5.2 fEEERLA B (SR, 261) IcHC-Ei#kEer T U >
50mg % HA[EHE O 5 L7=WE, & 5#%9H B £ CloRPIc 5K
FEED43.5% (1Z & A ERREH) 25, FHIZ44. 5% 03 ENE
Pt S 7218),
16.6 BEDEREZHTIEE
16.6. 1 BiEEERE
EREREREE B E (2441 2B R T Y L 100mg AT BER
O%E LK, B FT U oo iEPEEITBEEDREIC &
DEL R DI ERLEZN, TO EHOBREII/NE o719
GHEAT—4),
16.6.2 AFiREEEBE
12 IEE M AR 2B (Child-Pugh® AR UB, 1061) |2
TN T U 100mg % HLEIRE 4% 5 U 72 RE oD i S i FE HERS 13
@%ﬁk&mﬁbf‘mm#ﬂ1wtAWWMM4E%ML
t1o032. MEHER Lz, £/, BV NT U L 50mg & ITHERERS
(8ETChild-Pugh®D 43 4EAK OB, 10f) | maﬁﬁ@%ﬂ&ﬁ
U 7o, BAE 8L FEEOMEM R0 5 =20 GEAT—
%), [9.38MK]
16. 6.3 SEE
Ao O BE (AARAN, BESE. s, 65mLlE) 1ok
NMETZ U UELALR, KkEelMMKEROKE (25mg/HND
75mg/H £ TH®E) L7, m#E Ot (B30, TR, 2ot
35, THERD) 1. fEtHER A B D23, 4BFRT & el L TR 2R B
78R8 BT, 2D
g (OMEA /Jimﬂ L1161, 657%LL ) KR OECA
GHEA, BrE1pl, &PE1p), 18~45m%) BT Y %
LH1E, 30HBEREROELS (50mg/ H A 5200mg/ HE) % TH
&) L7z, ABMEOREE G % DChaxlL117. 5ng/mLTH Y |
g (BrE135. 4ng/mL, LME147. Ing/mL) KOV A &k
(165. 6ng/mL) (ZHE~MED o 7228, AUCIZIZTWTNORERITH
EREITBEO Lo 7222. 23[9, 85 ]
1&7§Mﬁﬁﬁm
16.7.1 )27 Y
fa ek A BHE (1561) 2B b7 U U RERS (50mg/ B D
200mg/ B £ THIE) AR OHE520 BICUL7 7 Y 0. T5mg
ke HEIKROKG L, ULT7 7 )07 o boy e U RIGH
M HEAR FHEfE (AUCo-120) K ONMLAFEER ARG AR A L L7, 'V
k?)yévw77)/®ﬁﬁﬁﬁmib\bf#&ﬁ%ﬁﬁ
LB SN 20 BEAT—#), [9.1.7, 10.2%
%]
16.7.2 FILTA =K
faeREk A BE (2541) [N b T U U REERS (50mg/H D
200mg/ A ¥ CHIE) ATLOFH22H BIZ FL7 4 2 F1000mg
%ml#WW&ﬁbﬁﬁ®bw7&\b®£%@ B & Mt L
2o BTV E AT HI FOMAKREICEY, FLTH
SR VT T ACRE IR T AR b%nt%(%EA?—
2), [10.2&18]



16.7.3 DAFDY

ERERL N B (12f]) 123 A F ¥ 800mg &8 H I E#E L.
BE2HHICE/L T U 100mg & BEIGHHAZR S LZFFo'L b
F U ORMBEEEREF LTz, YAF Y UOHICEY, 7T
TARPEARFICEE T R T Y 2 DAUC) o0 lFHI50%, Craxz Ut1/2
13H25%H K L7210 UHEAT— %), [10.280/]
16. 8 =0tk

BV b TV EE100mg TAAK))

w5 U EEL0Omg Tk | RN RL7R D% 1 [T U
DEYZEHRI SRR T A R T4 21 CER244E2 290 ) 3
AEAA022955105) 103 % th?J/FMMf*%J
TREMERLANC LTz & & IWEHIEEAE L. AT

IRIR &I,

) AANOKRAREIZIH100mgETTH D,
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1.1 FOERURLHEICET 58

(529 * 5.

17.1.1 BRE [ AR U MHEHER

BTN S IAEERER (PR - DFRINEL) . RS T AREER CHsHh
B, “UETMARR, FMARR (W - LENED) . HSIME
R AR . 7 07 MM ERER, ahd R Rk O0ER
HEERR RS GISRAR) Lama., BV b7V HERE
BEDUEFILE5. 7% (491/882f1) Th o7z, WA ETHEN
BOLNRNBEFTIZENTH, MET LI L THEIRDLN
2o 72770, FIMMHEABRTIXI N7 Y FUERBELOT I N7
FU R L T A o0 ZE SRR E AT b
B AP OWTHEIEA & M, HEVIEENLL EoghiRs
BHT DI ERRAES 72Tz,

% R U7z EEUSE BRI BRI HIRRER 2 i 2 RS (BHoak
B L7eE. BIMERSEHEAELIX51.5% (497/96561) TH-
7oo EZRRWERITEC13. 2%, BIR12. 3%, 1 PNHLER10. 2%, B8
JF6. 8% M DN T HI5. 0% T d o 7225 ~20)

17.1. 2 EREIREER

FHEHIEE CTH DA TV R SE O FARIE8. 5% (10
/1176 TH Y. T ERD19. 5% (23/118%41) (Tt~ #E
ICHEICK Do 72, £72. Kaplan-Meieri%IZ & 5 Bk — I
OHEE MRS . BV b T SR O BRI T E SR
ZHBLTT 7RI THRANOICHEEIESHER L, 8l
RIFEMIE E CTH D NI by o OFaFl R E  (HAM-D) At
1277 BRI A THREMICHERICAD 72 <, Quality of Life
Enjoyment and Satisfaction Questionnaire (Q-LES-Q) A=

IZBWTH 77 BRI THRFMICEE N, —HE
fﬁ?ﬂ ZEWTHRD L,
F17-1 AR B O R
wL hT Y R 75 AREE
GEFIH : 1172) GERI%L : 118)
CTHEERW| KT | ZEEmRM| KT
BALARE Ik R BRI kR
HAM-D& &Y | 8.3+£3.4 | 6.3+£6.2 | 8.1%£3.3 | 9.7£7.2
R UGERE 81. 2% 84. 6% 87. 3% 67. 8%
BT HiER (95/117) | (99/117) (103/118) | (80/118)
Q-LES-QA = 7Y | 62.9411.2 | 67.4+15.3 | 64.2-10. 4 |61.3+12.6

a) Q-LESQA=7(Z
b) FYE £ R
RIVERRBUEE X, FEERE66. 2%

BT AT - IR OREFIFEIT 11641

(239/361%3) THH ., F7i

RIER LD, IR, NN, SR Cholz, £z, “HE
BREIClE, B b7V SRR EERE29. 9% (35/117H1)), 7T &

RBE3L. 4% (37/118%1) Th o7z, FREIWEAIX, BV T Y
VRFRE BERE CEAR, SRR, RENED v, THRIK O R
Thot=. ),
T b T U U E OV TEIRIRIC L o TREOHE LN D
OREDFREM A HHETT T ERLVENTWD Z L &M
L7z, 5 DREOSFICB T H2HMMETIE. T TILREIN
TW5HL 9O£(F7/b/ﬁ@ﬁﬁw7ibv7%)/m&
) LRZEH D VITFNLL EOSENRS D 2 & FREE LTV
A

(INZy O EE)
17.1.3 ERE IHRUEIERER
AUIEE AERRER . RS0 N L OV T v ¥ AbiRiE b IR R

s GE3ERER) L7cdda. deEIL72. 7% (352/48441) T
%otom@mgfﬁiﬂ m%ﬂﬁw%% BWThH, &
T2 ETHRPBD LN,

BIVER S BB 1374, 9% (384/513%1) THo7-, E/REIEM
X, ELL29.6% (152/513f1) MHAR20. 7% (106/513%1) , Him
9.6% (49/513%1) . THI9. 2% (47/513%1) . HPNRLRT. 6% (39/
513f5)) . FREIMD F T, 6% (39/513%1) . EEUR6. 6% (34/513
). BEAIE6. 6% (34/51361), H ARG, 0% (31/51341)
BAIFERSG. 8% (30/513f) Tdr-o7-20. 30
17.1. 4 ERE I 1858

TR, B NT U R EE25-TomelE (K &R |
50-150mgi®) B (EfHEEE) O3BEM T ESHRELEGERBR T H
B, SRWEE TIXT T B ARRE L ORICAH E 41T
Niphotz, Flo, W=y 7R EOREETIX, #E5a1OF/EMR
BUREB TR R DN, 77NN TEMAERET
IEHBERBDITRD R o b00, KHAEICBONTH
BB BRRD BT,

FIVE RSB BE 1. M B T55. 3% (26/4741) . & JH&ERET
56.8% (25/44f1) TH -7z, E7RENWEMITICH B TR, |
IR QL mAER CELTH -2,
17.1.5 EIRFEMEHER

FHEFMIEE TH LN N TV BRSO BRI 10. 1%

(12/119%) ThH Y. FIFEHRDI13.2% (16/1214]) T~ T
Koo, AEZIRO LN o7-, £72. Kaplan-Meier
B X D — R OHEE RN S, BV T U UHEREESE D
HRRITEEMRH 2B L TF I BRI TERSHER LR

ﬁ%ﬁ%m%@%ﬂﬁ#otoﬁ&%ﬂﬁ%ﬁf%éﬁ%&%
Bz Té&$+ f /7%W@@ﬁ = U EEEEE
%ﬁﬁf(m%) IBWTiEZ ig&% BWT, 77
m«fﬁ#m ﬁﬁ&%mwm6mto
F7-2  FNETFMIE B O pE
VT R 75 AR
GERIEK - 119) GERIEK - 121)
“HERE | KT - “EEmil | KT -
B #ARE oIk R BRAAIE ok R
R SEEREIC 100% 89. 9% 100% 74. 4%
BUFAoER | (119/119) | (107/119) | (121/121) | (90/121)
;;iﬁgﬁw] 0.8%41.7 | 0.6+1.3 | 0.942.1 | 1.0~1.8
PDSSEEFA D | 5.7£3.6 | 4.3%14.1 | 6.5+3.7 | 6.4%+4.7

a) RFEEHA A i URAT & it L7

) FHfE AU (R
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%, 26.9% (32/119%1) ThH Y, EAREWERITELDL, B, )
HARIRAE, FHRIE OEIT TH 7232, 3,

17.1. 6 S:&IRFE%EERAER
AD#t%/%ﬁ%&Lt#éa@%%ﬁ%(Efﬁt%hﬁ
HE) [CBIT 2 EEFMEE TH 5128 « HikEEOPanic and
Agoraphobia Scale (PAS) AFtHIZBWT, B NT VU Ul
HEEEDHMWEIZ S m Xt TF o & RRETHh 7239,

#17-3 Panic and Agoraphobia Scale (PAS) & FFA&
(Efficacy Evaluable Set)

NV 2 NV AN = I S

PIETIE-
120 117

~ ~ —17.5 —16.7
SJH K M7 phja) (=S
R BT (95%(5 HE X M) (=19.0,—16.0) | (~18.9, —15.1)

AR R D ED (95%(E R K ) —0.9 (—3.0,1.3)

a) N—R T A L OPASE RN THEE

Bv b T U CERRIEEE S BEE S LT IRIE I O KIE S 1476 H 100
5 (68.0%) 2243/ DRIERAMNREL Lz, EREWEMAIZ, i
30f8 (20.4%) . fEIR30M1 (20.4%) . THI22( (15.0%) TH -
77

1) AFNOARAREIZIH100mgETTH 5,



18. xR

18. 1 fEFAHEFF
TN T Y UHERRE NN e b= RIS ET e b=
R IALEE A TR ORI E T 2 TH D . K
WO F 7 ABBRICE T A r k= VR % &b TR &
0= U RMRE A TLET D LD EEZ LB,

18.1.1 v M7 MY =22 HWEERICEBITAS, Bk
ZUVIEBREO T N = EY A RIS KT 2D 50 %50 il R E

(ICs0) 1X0.058 umol/LTHY ., BN TV v EEgEDOE R k

=V SABRLEERL VX7 Y > X E K283 U HLD A
IRBREVE N 2065 TH - 7237 (in vitro),

18.1.2 7 v bUT U MRS &2 W72 BRICB W T, BV B
7V BRI e = R AR OB A R
By T RUFY UZHFE (e, asy B). RS UEER, A
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DFEABFMEIIE 7239 (in vitro), ET-~D7 RIIHBITD
B VT RLF U AR, R VAR R R OB AT Y
W7 EF L2 ) AR ORI X0 AT 217ECIER I
B RIEZ T2 h o725,

18.2 ;5 21EH
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7337)O

18.2.2 7 v b &AW BRHIKIKERBRIZ WV Tk T8y (k H#fm]
HRER) D 2 L7,

18.2. 3 WLERHHH T » b o> B FEB) O TLHEE IHI L7239,
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A SE 7210,
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monohydrochloride

4512 ¢ CirHi7CLaN - HC1

Sy 342.69
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AH ) =), =X ) — (95) XIIN,N-CAF LT
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NH
H
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