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AUC i 5% v — R i e T AR
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CYP Cytochrome P450 : F k7 & A P450

DSM-IV-TR | American Psychiatric Association CKE¥GHEE4S) ¢ Diagnostic and Statistical
Manual of Mental Disorders.4th edition, Text Revision (DSM-IV-TR &t B DMWY -
Hat~==7 /)

MAO Mono—Amine Oxidase : &/ 7 I U {kfEsR

PTP Press Through Package

RMP Risk Management Plan : [EJESL U A 7 & FR 2 H|

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

SNRI serotonin—noradrenaline reuptake inhibitor : Tm h=> « /L7 KL F VU U FHEVIA
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SSRI selective serotonin reuptake inhihibitor : ZEIREIE 7 = FHED AL FHEH]
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v —GTP Gamma—glutamyltransferase : y -7V Z IV T L AT 2T —F
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%2 1 AKN D THURE KR OGRBR G IC#E LT, )
*3 : B OHIMDTRD Hav, KA TSR OB L) ICARE S Th o7,
*451 DRRBASRE - N RVEE, IRHEREREE 1R, 4y 50 RIS, 120 4y
*0

RS - [FHE N BE, VA HRUBRES 2 9., 1553 100 [HIHE, 90 4y



FaOXtEF oA T 20mg TBEE ] - SrELHER Y

e - - it
A R mewe | R A A T T
PR *1, 2 *1, 2
o HIEERER i E *2 *2
%égéx’m RN (%)% 2.1~3.1% 2.8~3.3%
TRHPE (%)™ 96. 1~101. 4 94. 2~104. 2
_40C 3 A TE Bk (PR %) 98. 88~99. 64™ 98. 93~99, 82"
)% PR 1, 2 1, 2
o MIEERER R *2 *2
%@%éxﬁ RN (%)% 2.1~3.1% 2.4~3.5%
TRHME (%)™ 96. 1~101. 4* 96. 1~101. 5*
TE BE PR R %) 98.88~99. 64* | 99.50~100. 65*
PR *1, 2 *1, 2
MEEER FERmE *2 *5
60°C | #B6aH T 2 TRHPE (%) * 2.0~2. 5% 7.1~8. 7
- W) % B 3w A %m/@o’/ﬂ) - 90. 9~104. 3* 97.8~103. 3%
i ERTE G EoR i %) 99.46~100. 12** | 98.03~98. 41"
A PUSRELEPMER | emmri | R
PR *1, 2 *1, 2
MR i E *2 *7
s0C | Bens 2 TRHPE (%) * 2.0~2. 5% 4.7~6.4%
759%RH B 6 H PR (%)™ 90. 9~104. 3" 94. 9~104. 1
E ik R %) 99. 46~100. 12" | 99.60~100. 45"
PURRER LRI mok | R
PR *1, 2 *1, 2
HIEERER e *2 *7
(56%@% 120 5 RN (%)% 2. 0~2. 5% 2.3~3.1%
e, g | ¥ v TV BAEC) lux-hr VI (%)™ 90.9~104.3% | 94.5~103. 7%
R kS (950 ) E ik R %) 99. 46~100. 12" | 99. 24~100. 55*

MUEERABR L7 R

2>

T BRI AR

T BRI AR

¥ Xy v T RIR R, BT A DK M

%2 0 ARAND THUE K OGBS 1SS LTz,

*3 0 FRERSME « 2N RWiE, W HHERBRES 1,

DB T 7' VA, REDT A EORRL,

Z DA ABRH 1 K, 4y 50 B, 120 5y
*4 0 PRERSRE - MRS R 7y ME, BB 2 R, 85y 100 [B45, 90 43

*6 G E ORI v, AANO T K ORI E] ICTREE Th o7,
*6 : RERFIYZR BADFRD BT, BN TH o7,
*7 B BT BR AR 0 BRI L 7228, SN CTh -T2,




TFTaOXxteFoh Tt 20mg TEHA] : TEEHR (DDF) ¥
TEM | R e {5 . G
A R mewe | R M T
PR *1, 2 *1, 2
HIEERER i E *2 *2
30°C TRHPE (%) * 2.0~2. 5% 2.0~2. 6%
7500y | PTPE%E | 621 Vst (%)™ 90.9~104.3” | 98.2~103.27
TE Bk (PR %) 99. 46~100. 12" | 98.77~100.09*
WU LSRR | emmkin | BRI
PR *1, 2 *1, 2
HIEERER e *2 *2
i Vs (%)™ 2.0~2.5" 2.3~2. 6"
2% PTP 1% VI (%)™ 90.9~104.37 | 89.2~96.3"
B E ik R %) 99. 46~100. 12 | 99. 10~100. 00*
Iont 1oy | PUERBOESSHEE ) emmon | e mmmoi
B, bux-hr VIR *1. 2 ¥1. 2
R bk (%150 A1) — : >
MR i E *2 %9
ﬁﬁI;%f%% RN (%)% 2. 0~2. 5* 1.9~2.9%
(WARHIA D) P (%) ™ 90.9~104. 3" 89.2~101.8"
500 7 7 & v TEB{E (R EY) 99. 46~100. 12** | 99.13~99. 79*
FURHIR EPRIEE ) ki | Rk

1 XX v TRRRHG, BT 4 BREGEH

%2 1 AAND THIE R OFBR 515 ISl A Lz

*3 0 FRERSME « 2N RWiE, W HHERBRES 1,

o

DB T 7' VA, NET A EOERL,

G ; i 43 50 [lfi5, 120 4y
4 o ABRARAT - [RE AN BE, VA HRBRES 2 98, 1543 100 [HIFE, 90 4y

PTP % (FRJEZ 0. 28mm) KUV T @ % W2 IERER (40°C. 75%RH, 6 » H) DR, 7 anm
XEF AT BN 20mg THE] 1L 3ERLZETH D Z & AHER Sz,




FaOXtEF ATt 30mg TBEE] : MR Y

ZEM | RAE e T - AR
[N *1, 2 *1, 2
FORABR
A — P *2 *2
MRS ERWE *2 *3
Pt 6 5 Koy - -
(¥&JE7 0. 23mm) Vst (%) % 1.6~3. 07 3. 7~6. 77
M (%)* 90. 5~104. 9** 90. 1~105. 1**
EEE IR TREY) 100. 41~101. 41* | 99. 41~101. 00*
HIPEERER i e ' e .
PUSRELEPMER | emmri | R
EZIN *1, 2 -
TR R 9
RN —
ISR faaE %9 %9
PTP 6 i K5y - 2.37~2. 68%
(R 0. 28mm) VR (%) ™ 1. 6~3. 0" 4.0~17.07
RN (%)* 90. 5~104. 9* 95.9~105. 1**
EEE IR TEY%) 100. 41~101. 41** | 99. 47~100. 95*
!{\ E% ) \/%ﬂl == =] N =) N
W | aoc FURHIR BPRIE ) kit | s sk
| ToveR PRI L 2 2
TR BR
BUHN L) — P *2 *2
M EERE Y P )isid
Y EF L ﬂ&ﬁﬁ%ﬁ%a _
partl 6 H Ko - 1.13~1.42
() | 07 Ve L (%) 1. 6~3.0" 1.8~2.6"
300 Z7RV VM (%)™ 90.5~104.92 | 92.6~100.97
TEB{E (R EY) 100. 41~101. 41*% | 99. 52~103. 22*
!{\ E% ) \/PL’EI:I == =] N =) N
FUSRER LPIIEIR ) el | RIS
PR *1, 2 *1, 2
TR BR
BN — %2 %2
MEERER SHBE
YT L ﬁfﬁ%iﬁwﬁ _
e o KA - 1.47~1.87
eAAY) | 7 VEHE (%) 1.6~3.0" 1.8~3.8"
500 BTV Vi (%) 90.5~104.92 | 93.5~109. 47
TEB{E (R EY) 100. 41~101. 41*% | 99.21~101. 77*
!{‘ g% ) \/PL’E:I o = N =]} N
FUSRER LPIIEIR ) ki | EREAGRE
- KME

k1 oy TRREAG, RT A BNEEAROREHRED T A, AT A GO,
%2 A TS R ORBR T 15 ) S a LTz, i} i

*3 : KM E OHNATRD Hiv, AHO THUE & OCRBRTTIE) ICAEA Th -7z,

*4 0 BRERGAF - /X RVIE, WHERBREE 1k, 349 50 [Bl5, 120 43

#5 BRI« MR AN Mk, THIBURES 2 ¥, 2 100 [lEL, 90 43
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FaOXtEFoAh T 30mg TBEE ) - SrELER ©

LEME | RAF b (e < IS
[N *1, 2 *1, 2
o W RER faaE *2 *2
%@%éx’m A (%) * 2.1~3.1% 3.0~3. 7%
M (%)™ 91.1~102. 2*? 94. 8~100. 7**
40°C 3 A TE &8k R R E %) 99. 65~100. 20" | 100. 05~100. 58*
IS PR *1, 2 *¥1, 2
L W RER e *2 *2
%@%éxﬁ EHE (%) * 2.1~3.1% 2.5~2.9%
A (%) 91.1~102. 2* 95. 6~102. 6%
EEE IR TREY) 99. 65~100. 20** | 100. 07~101. 42*
PR *1, 2 *1, 2
W RER e *2 *5
60C | 1B T 2 M (%)% 2.0~3.0% 7.2~09, 2%
- W) % B 3w A VM (%)™ 90. 5~103. 9* 96.0~103. 7
i ERTE G EoR i %) 101. 20~101. 41" | 99.46~100. 11*
# FERBR Ry e \ e \
W PUSRELEPMER | emmri | R
[N *1, 2 *1, 2
MRS SR mE *2 *7
s0C | Bens 2 M (%)% 2.0~3.0% 4.4~7.3%
759%RH B 6 H PR (%)™ 90. 5~103. 9* 90. 9~102. 6™
TEB{E (R &%) 101. 20~101. 41** | 100. 71~101. 46*
HIPERRER i e ; e .
PURRER LRI mok | R
(EZN 1, 2 1, 2
MIEERER R *2 *7
(56%@% 120 5 RN (%)% 2.0~3. 0% 2.6~3.0%
e g | ¥V T VB lux-he VAP (%)™ 90.5~103.9% | 94.1~101.1"
QNS (950 ) TEB{E (R EY) 101. 20~101. 41* | 99.65~100. 72*
!{‘ g% ) \/PL’E:I o = N =]} N
FUSRRIE LPRILE | ki | R

*1 0 X ¥ v T RE
*2 1 AFNO THFE R ORRER 71k IClE L,

Af, A7 1 DNRHEH

*3 0 FRERSME « 2N RWiE, W HHERBRES 1,

DB T 7' VA, NAEDT A EORL,

i N SR 19, 853 50 [HIEA, 120 53
w4 RS - BIAAN RSy ME, EHERBRES 2 1], fi4y 100 [Hlf5, 90 43

*6 G E ORI v, AANO T K ORI E] ICTREE Th o7,
*6 : RERFIYZR BADFRD BT, BN TH o7,
*7 B BT BR AR 0 BRI L 7228, SN CTh -T2,
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FaOXtEFoh T 30mg TBEE ] : SEERER (DD=) 7

ZEME | RAF e (e - IS
PR *1, 2 *1, 2
MIEEER FERE *2 *2
50°C WM (%)% 2.0~3.0% 3. 6~4. 3%
7500y | PTPE%E | 621 VAP (%) 90.5~103.9% | 95.8~101. 7"
EEE IR TEY) 101. 20~101. 41* | 100. 23~101. 87*
PUSHELEFMER | emmri | R
PR *1, 2 *1, 2
MEEER FERE *2 %2
i Vs (%)™ 2.0~3.0% 2.6~3.27
=% PTP %% Vs (%)™ 90. 5~103. 9 90. 4~99. 8"
iy TEBE (R &%) 101. 20~101. 41* | 99. 75~100. 88*
Lo o7 | PUERROCEREE | pmaoem | ommmkis
N / 3 N lux-hr — "
RE, W o PR *1, 2 *1, 2
RYHX (950 H) _
. MEERER FERE *2 *2
T Ak VR (94) %3 ~ *2 ~ *2
Y L {ﬁmmx/)m 2.0~3.0 _ 2.2~3.3 _
(WARHIA D) B (%) 90.5~103.9 94.1~101.7
500 51 7L EmE IR EY) 101.20~101.41™ | 100.7~101. 1%
FUSRER CPIIEIR ) ki | ERmAGR
¥ X v v TR AA, R A DREACORBEHRES 7 LAl NEDIEA GO MR,

*2 1
*3 :
DR  [EEANR y ME, EEHEEBRES 2R, 454y 100 [E]E5, 90 43

*4

AFN O TR R OBBR 15 ICE G L
AR« X VIR, TR HHERBRES L YR, 455y 50 s, 120 47

o

PTP % (FRJEZ 0. 28mm) KUV T @ % W2 IERER (40°C. 75%RH, 6 » H) DR, 7 anm
XEF AT BN 30mg THE] 1L 3EREETH D Z & AHER Sz,
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Ta10¥tEF> 0D fE20mg TEHA] : MHEAER Y, REAIREFHERY
fﬁ‘:‘lﬁ {%ﬁ A {%ﬁ = fﬁé%
é ‘iﬁ %14: 17%??%’/&» ,ﬂ\;ﬂﬁzﬁ ﬁgﬁIﬁ E é %F}lﬁﬁéﬂ%ﬂ? é %%TH#
IE2IN *1, 2 *1, 2
LK — %
&R R * *
MR JEBME)
PTE/DT/I/\:Q% 6 5 Koy 1.78~2.03* 1. 60~1. 74%
(FERAIND) BREEM: (7)) 14. 84~18. 30* 12.15~15. 27*
WHME 1) (%) * 1.0~1.9% 1.1~2.2%
TEHME (2) 20 4y 58. 0~84. 1* 59. 9~83. 3*
an (%) *° 45 4y 81. 5~95. 4 84. 1~98. 4"
H 40°C E Bk P FoR & %) 100. 06~102. 16 | 99. 30~102. 60
=p 0,
% 75%0RH R *1. 2 *1. 2
KIS — P
& R — P " *
. . MR JEBME)
R 6 5 KAy 1.78~2. 03" 1.85~2. 00
(FZIEAIAD) AREN: () 14. 84~18. 30* 13.25~15. 31*
EHME (1) (%)™ 1.0~1.9% 1. 1~2.1%
M (2) 20 43 58.0~84. 1% 58.9~177. 2"
(%) ** 45 4y 81.5~95, 4* 84. 1~94. 7%
EEEGIETEY%) 100. 06~102. 16" | 99. 00~101. 55*
PRI *1, 2 %1, 2
KIS — P
SR MR * 20
MR JEBME)
PTE/DTJI/*I%% 24 % A KAy 1. 78~2. 03" 1.71~1.87*
FRAINY) W (F)) 14, 84~18. 302 | 14, 271~15. 95"
WEHPE (1) (%) ** 1.0~1.9% 1.0~2. 2%
) EHME (2) 20 5y 58.0~84. 1% 57.4~19. 3%
E (%) *° 45 %y 81.5~95, 4* 84. 0~96. 8*
fﬁ 25°C E L R R %) 100. 06~102. 16*2 | 99. 72~101. 47*
e 6090 RH PR *1, 2 *1, 2
ek
= ) *2 o 6
& i — R ¥
. . MR JEBME)
AT L 24 5 KAy 1. 78~2. 037 1.79~1. 85%
(HEIgHIA D) REEME (B)) 14. 84~18. 30* 14.11~16. 17%
WHME 1) (%) * 1.0~1.9% 1.1~2. 1%
EHME (2) 20 5y 58.0~84. 1% 59. 7~179. 3%
(%) *° 45 %y 81.5~95, 4* 84. 5~95. 5*
EEEGIETEY%) 100. 06~102. 16* | 99. 39~101. 34*
*1: DR DB & A3 5 ABDHRE ChHo T,
%2 0 AFNO THRE R OSABRG 5] ([Cla Lz,
*3 1 AANOAGBHREERF O [HU& L OFBR 51k ICH#E A L7z,
k4 0 GRERSEE « /N BViE, WHIERBRES 1), f34) 100 [BA, 120 4y
#5 : ARG « BIEANZ Sy RE, BEHEEREE 2 ¥R, 34y 100 [HE, 20 45 4y
*6 : BUAIS) M EEYMERBRO 24 @A IXRNETH D,
a) : MEREFERE R (36 » A F THEIETE)
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FaaxtEF> 0D 8 20mg TBAE ] : SrEtstee 0
T e . &
e | &I | weee | G FIRIH SRR - SR T
S8l *¥1, 2 x1, 2
HE N) (B5) 53~65 53~66
AE () 14.59~17. 61* 13.67~14. 65*
WHME (1) (%)* 1.2~1.5% 1.4~1.7%
ac | BT T Rk BEHIEE (2) 20 4y 66. 8~74. 9% 72.0~77. 7%
e (%)™ 45 4y 90. 4~95. 4% 88.5~92. 8%
TE BiE CRF R %) 101. 40~102. 27*2 | 100. 29~102. 25*
MEEER FERE *2 *2
PUSRELEPMEIRE | pmmookin | ki
30 J sl *¥1, 2 *¥1, 2
HE N) (&5) 53~65 20~25*
AEN () 14.59~17. 61* 12. 43~13. 26*
w5 WM (1) (%)* 1.2~1.5% 1.8~2.2%
[ 256°C | 1Bt 7 A RHME (2) 20 4y 66. 8~74. 9% 68. 5~81. 4%
%ﬁ 75%RH pRAs: (%)™ 45 4y 90. 4~95. 4% 88. 8~94. 6%
EEE IR TREY) 101. 40~102. 27** | 102. 35~103. 32*
PUSRELOEPMEE | pmmoori | R
dx) *1, 2 %2, 6
HE N) (&5) 53~65 56~64
HREEME (BD) 14.59~17. 61* 16.18~17. 17
20001ux wHtE (1D (%)* 1.2~1.5% 1.5~1.9%
N S L VAN ~ *2 ~ *2
| e 22 [P R e ey
w@% TE BiE CRF R %) 101. 40~102. 27*2 | 99. 36~101. 59*
FUSRER CPIIER ) o | RIS
¥ ED R EBBAOM R AT DHBORECH - T,
*2 0 AHNO TR R OGRER D75 ICHEG LTz,
*3 0 ARBRERE © X RVIE, mtlj*:t%%% LR, 443 100 [E]#5, 120 43
x4 0 BRI lﬁlif:/\wf/ Nk, IEHIBBRE 2, M5y 100 [HIEE, 20 4%, 45 4%
*5 K A & 588
*6 : 1%ﬁ>fxﬁ‘a‘%%’é®&fﬁ%ﬁTé ERENES

BETHY .

_14_
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FaAOxtF > 0D 5 20mg TBAA] -

TEEEER (0DF)

EENE | PR . - it R
S | A | v PR ARG | e 115
S8l *¥1, 2 *1, 2
mE ) &5) 53~65 42~52
HREEME (BD) 14.59~17. 61* 14. 68~15. 60*
RHPE (1) (%)™ 1.2~1.5% 1.2~1.7%
25°C HE (2) 20 4y 66. 8~74. 9% 70. 0~79. 6%
75%RH (%) * 45 4y 90. 4~95. 4% 89.9~94. 5%
EEE IR TREY) 101. 40~102. 27** | 100. 75~102. 00*
HIERER e *2 *2
i PR OEFRIEE | g | R
g?‘ PTP /% (%E)
% = S8l *1, 2 %2, 5
wE N) (3% 53~65 53~64
HREEME (BD) 14.59~17. 61* 15. 71~16. 56™
920001ux wHtE (D (%)* 1.2~1.5% 1.2~1.5%
06577), B (2) 20 4y 66. 8~74. 9% 71.8~79. 8%
%@g (%) * 45 4y 90. 4~95. 4% 89. 4~93. 8%
TE BVE R %) 101. 40~102. 27** | 100. 03~101.91*
HIEERER e *2 *2
FUSRER EPIIER ) el | RIS
¥ ED R ERBOM R AR T DHMBDRSE Ch o1,
*2 1 RHFND F%E*%&Uﬁ%ﬁﬁ/ﬁj WA Lz,
*3 0 BRERSRE « /N RV, W HERBRES 1), 34y 100 [Bl#A, 120 4y
*4 nﬁ?ﬁxﬁﬁ Iﬁlif:/\xff/ &, RHFRBRTE 2 iR, 599 100 IEI%ﬁzs 20 4y, 4543
%5 1 R AR B OB A BT 5 R EOFETH Y | *4[3 WZTRB B DB Z BT,

R A2 W2 IERER (40°C, 75%RH, 6 » A) ROEMRFHRE (25°C, 60%RH, 24 » A) @
F%\ FauaXxtF 0D EE 20mg [BATE] X3 HERILETHD Z LRHEH ST,
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TaHF+EF 2 0D §E30mg MBAA] : MEREER 7. REAREFHR Y

ZEME | RAT Jae R1F B EES
S| e | WERE g HEEH IR R 715
PR x1, 2 *1, 2
R MR * *
HIEEERER (ERWE)
PIRTLSg| 5 _ K5y 1.71~1. 88" 1.62~2.01%
(I D) ” RAsENE (1) 18.93~22.61* | 15.43~19. 28*
WHE (1) (%) ** 0.9~1.4* 1.0~2. 0%
B (2) 20 4y 43.2~71.1% 39. 6~76. 8"
(%) ** 60 4% 74.7~98. 4% 80. 7~97. 1%
i mHME (3) (%) *¢ 91. 6~100. 9* 92. 1~101. 3*
i 40°C TE&E R E %) 99. 72~102.57*2 | 99. 11~102. 49*
% 75%RH PR *1, 2 *1, 2
4R * *
HIEEERER JERWE)
RYTF L i K4y 1.71~1. 88" 1.73~2.07*
SR 6% R (7)) 18.93~22. 61" | 15.81~18. 767
iR A > . . . .
(FRAIND) VEIE (1) (%) 0.9~1. 47 1 1~2. 02
B (2) 20 4y 43.2~71. 1% 43.2~74.6%
(%) *? 60 %y 74.7~98. 4% 79. 4~95. 9%
wHME (3) (%) *S 91. 6~100. 9* 92.6~102. 6%
TE&E R E %) 99. 72~102. 57*% | 99.36~102. 37*
[T *1, 2 *1, 2
e Bt
A — 1k » w0 7
B ) — VAR N
MR (ERWE)
AN *2 *2
PTP/ 7 /L 3 48 K5y 1.71~1.88 1.66~1.84
@gEIAY) | 247 A e (7)) 18.93~22. 61 | 18.15~19. 81%
wHE (1) (%) *! 0.9~1.4* 0.9~1.8%
VEHE (2) 20 4y 43.2~171. 1% 36. 0~71. 4%
» (%) *° 60 %y 74. 7~98. 4* 74.2~94. 9*
E WHME (3) (%) *© 91.6~100. 9* 91. 6~103. 4™
4 25°C TEB{E (R &%) 99. 72~102. 57* | 99.99~102. 48*
;% 609 RH LN *1, 2 *1, 2
£ TS N N
TERRAA
= A ) “ o
E)— R X
WIFEERRER EBRYE)
Ry xzFL i KAy 1.71~1. 88" 1.78~1. 88"
SR 24 7 RN (7)) 18.93~22. 61" | 18.28~19.91%
iR A > . . . .
(FRAIND) VI (1) (%) 0.9~1. 4% 0.9~1.97
VRIE (2) 20 4y 43.2~71. 1% 42, 7~173. 2%
(%) *° 60 4% 74.7~98. 4% 76. 4~94. 5*2
wHME (3) (%) *S 91. 6~100. 9* 91.5~102. 1*
TE&E R E %) 99. 72~102.57* | 99.02~103. 04*?
*1: E L EBADRRZA T 2 HBRDRIECh > T,
%2 0 AFND B K OFRBRG1E] IC# S Lz,
%3 1 A OAGRHGHERED [ e OB Gk) (ZH G L7z,
w4 RERSE - /X ROVEE, WHIEABREE 1k, 135> 100 [BIHEE, 120 43
#6 0 PRERSEME « R N2y A, R HBUBRGE 2 W7, 85 100 [H]#R, 20 53, 60 53
6 1 BREBRZRAE o8 BoLiE FEHEABRES 2 i, 450 150 [BlEE, 45 77
*7 o BUFIS— M B —ERERO 24 8 A IIREIETH B,
a) : MkEEIEME T (36 » ¥ THEMTFE)

_16_




FaAxtF > 0D & 30mg MBAA] -

SRR Y

T | %k | wewe | G PRIH SRERBHIATS 5 IR TG
P4 *¥1, 2 *¥1, 2
HE N) (&5 79~96 77~93
HREEME (BD) 18. 85~20. 64* 16.57~17.51%
WM (1) (%)* 1.1~1.4% 1.2~1.7%
. EHIME (2) 20 4y 56. 5~67. 4* 48.8~70. 1%
40C %égézﬂi (%) 60 53 78.8~91.9" 85.7~88. 0%
mHME (3) (%)* 96. 2~100. 9* 94. 2~100. 9*
TE BiE R %) 101. 60~102. 44* | 100. 36~102. 31*
MRS FERE *2 *2
FUSRUR LRSI | mmskm | RS
30 J S8l *¥1, 2 *¥1, 2
wE ) (&%) 79~96 31~33*
AEN () 18. 85~20. 64* 13.34~14. 26*
WM (1) (%)* 1.1~1.4% 1.7~1.9%
?’%_ 25°C | BT T AR (gﬂjori *52) 20 4y 56. 5~67. 4™ 56. 1~66. 0*
= 75%RH S (%) 60 % 78.8~91. 9% 82. 1~95. 1%
B mHME (3) (%)* 96. 2~100. 9* 95. 5~102. 4*
TE L (PR R %) 101. 60~102. 44* | 101. 58~102. 08*
FUSRREOLPRILE | el | R
dx) *1, 2 %2, 7
HE (N) (B5) 79~96 76~98
AEN () 18. 85~20. 64* 19. 62~20. 79*
WM (1) (%)* 1.1~1.4% 1.4~1.8%
(56(;09}”“’% 0 VEHE (2) 20 %y 56. 5~67. 4* 42.3~69. 8
B wE | T VB 120 717 (96) 60 4 78.8~91. 9" 84.2~90. 5"
iz mHE (3) (%)* 96. 2~100. 9*2 93.2~99. 4*
TE L (PR R %) 101. 60~102. 44* | 100. 14~102. 03*
MR FawE *2 *2
FUSRER LPIIER ) ki | ERmAGRE
¥ ED R BCDM A AT DHBDRIE Cd oI,
2 L RAID THR R OB T 1) (e LT,
#3 : FRBRGEMF - N RLE, W HHEREE 1R, 84y 100 [HE, 120 4y
k4 0 GBREAT - RIS A7 o Mk, IRHAURES 2 W, 03 100 lilﬁz: 20 43, 60 4y
x5 ¢ SRBRGAE - S RAYE. TRIHGRBRE 2. 35y 150 RS, 45 4)
%6 (K FEI 23T,
*7 - DB OB A BT 5 HAORETH Y . — IGO0 &R T,
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FaAxtF > 0D 5 30mg MBAA] -

TEEER (0DF) ¥

ZEM | R e - it
Gw | S | weewm | PR IR IR TG
P4 *¥1, 2 *1, 2
HE N) (&5 79~96 68~179
HREEME (BD) 18. 85~20. 64* 18.03~19. 01*
RHPE (1) (%)™ 1. 1~1. 4% 1.0~1.3%
05 EHIME (2) 20 4y 56. 5~67. 4* 52. 0~66. 2
75%RH 34 H (%)™ 60 4y 78.8~91.9* 82.9~91. 5
mHME (3) (%)* 96. 2~100. 9* 96. 5~102. 2*
TE BiE R %) 101. 60~102. 44* | 98.90~100. 56™
MR i E *2 *2
i HUSRER CFRIEE | sk | RN
2 PTP /a2 —
% S8l *¥1, 2 %2, 6
wWE ) (&%) 79~96 83~102
AEN () 18. 85~20. 64* 20. 28~21. 28*
RHPE (1) (%)™ 1. 1~1. 4% 1.2~1. 4"
é%ﬂ%ﬁ% 1205 | BHITE (@) 20 4% 56. 5~67. 4 60. 2~70. 2
B lux-hr (%) 60 4y 78.8~91. 9" 82.0~89. 2*
Y% mHME (3) (%)* 96. 2~100. 9* 92.3~96. 9*
TE L (PR R %) 101. 60~102. 44* | 98.47~100. 47*
MR HawE *2 *2
RUERER CFRILE | emipkl | R
¥ ED R EBBAOM R AT DHBORECH - T,
*2 ZE%IJO) MHUKE R OB TR (A L L7z,

*3 0 ARG - X FViE, WGBS 1R, 155 100 El#E, 120 4>

*4 nﬁ?ﬁ*ﬁﬁ [N 2 B, IR HIBABRSE 2 ), 7Y 100 IEIﬁzs 20 45, 60 %y
*5 0 BRBRGRE - S NLVIE TEHIRRERES 2 Wk, ﬁﬁlmﬁ% 45 4y

6 EDVE BB OM SR AT B ARDOREETHY . — Bl f%é@%ﬁ%%bto

HEHRL A W2 IEER (40°C, 75%RH, 6 » A) ROEMRFRE (25°C. 60%RH, 24 # A) @
F%\Tnnkt%/0Mi%mF%%Jm3$ﬁﬁﬁﬁ%é:kﬁ%w3nko

REERVBERBEDOREN

PAROSA

fFl & DEEEEL (MEEFMEIL)
R L7220
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9.

ptangicd
<IEHZEENZ I T B RS>

FaoaxtvF b S 20mg [BHIG] 1@
(%3 IR O EWFI R MRER T A KT A ) TE B2 28 0 B RA O £ 92 0 a0 R
A RTA ) (CFERk 24 52 A 29 B 3EAEEAZ 0229 55 10 5—ciE Bk 1, 2)

BRI R O TT ik

WEBRA . T anXtTF o h 7B 20mg THHE)
FHERIA . S ot F b 7L 30mg [BHIA)

PG CIPYBAN IS Kk
BRI B 900 mL
PRI 37+0.5° C
Ef=q 100 [A]ii% 100 [\lfiE (@) . 50 A (®)
OpH1. 2 (F JR¥EHFEREE 1K) L . P
REUE | @pH6.0 D7 Mellvaine AT E%ﬁj(fﬁﬁﬁffiggggg)
QpH6. 8 (H JF¥ HFEREE 2 k) )
AR EH 12 Xyt

X o AEVERGH) K OSBRI X TR MES ORE R, 23 RV 853 50 [BlfiR & OME53 75 [ERIC BV Ty BV OJERBIC
RIFN DAY PHERE T 2 RR DR SN T2 72D, FHE AR Ty ME 343 100 B TIT 5 72,

L

() FIgmEi

(2) fE % OFEHF

FEAERIFN AN 30 43 PAPIZ ¥ 85% LA
FEHLARWES

HRE S =R B R R
B DA R 50%ITEE L 720
b X ERERIRI N RE SR BRES
MIZI 1T 2R D 1/2 DY
AR A R 2R, ROBE
SRRV T, REREHE
DR H ER DI UERLAI 0 S P H
6% OHFPHIZH D, T £2 4
BOMEN 61 L ETHD, 72720, A
TE S 7R BRI R oV T HE LK
DA 10% LT O%4E . #l
TE SN RBREEE CO R L, 3,
BRiA o0 g HH 2R DS HERLE oD -
PIEHE 6% DHPHIZH D,

TEHERLE O ST TR D 50% 122
L7 b & BB o TEys =R
+9%DHEIFAEBZ D H D) 12
1 ALLTF T, £15%0#iHEE B2 D
H ORI,

sk
[BHR/ N A 7w Rk
[RlR%L BRI
oy (DpHL. 2
100 [a]#ix (H RV 1 k)
@pH6. 0
(07~ McI Lvaine OFEER)
sy
100 [E]45 @pll6. 8
(H RS 2 )

REAERLAIAY 30 Sy ANIZ Y 85% LA
FEHLARWES

HE SN T-ABREER I B TIE YR
FIDOEH RN 5% L7 D
b & | EAERRI O SEER IR 40%
F N85 % (1T D 4 732 2 RE AUz B
T, ARBREUA O PR H =R s el
FIDSELERHFE L 10% DOHEFHICH 5
2. XUT £2 BB OMIT 50 UL ETH
D,

FEAERLE O S D 85% LA E
\ZEET D & X, RERRA O
RH15%DOHPHEZHEZ D HON 12
A 1 ELLTF T, 25% D& %
ZHHDNRIRN,
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X RVik

£

T Js

(1) PR

(2) {2 OFHFR

T HERI A A3 30 43 PAPNIZ - 85% LA

B LARWES

HLE SR BREEEIC IV O v
FUHN DS R 85% LA 1 & 7
Ll x| EAERIKI OB R H RN
40% K O 85%FFIT D 2 72 2 HEAL
IR T, BRSO T ER H =N
T HERLE D S H 2 4= 10 % O #i
FHIZd D7, XU £2 BE O EIT 50
IETHD,

FEEHERLA D SEXG PR RS 85% LA |
T B L& RBREA O A
RE15%OHEEAZEZDH DN 12
A 1 {ELL R T, = 25% D& %
ZDHDDIRN,

20 R AS 30 40 LAPNIZ 2] 85% LA
R LR2WES

HE SN 7B B W TR UE
BRI O SRR D 50% L1 E 85%
ICEE L7\ & & | EHERIRIDNRE &
- REBREE RN 31T 5 EXEE H =R
D 1/2 OVHIRERE R H Y 7
e, MOYHE Sh - BRrfic ks
T, BRBR LA D SR HH ER S R e
BUHN O PR =R 8% DOFLPHIZ &
D, XX £2 BIEDEN 55 LLET
» 5,

FEEHERLA D SEXJPR IR DS 50% LA |
IZEL 85%ITIE LRV E X #BA
BULHN O LR H 2R £ 12% O HiPH %
Bx5H00n 12 fH 9 1 ELLT T,
+20% DEIFHEE Z D H DR,

Ef e B
35y @pH6. 0

100 [A]#i5 (HDT- McI lvaine DFEER)
w57 ®pH6. 0

50 [A]iiz 0. 01mol /L Y HAHERRERR)

ARERAE S

ARG & AR HERIA OVE L, 2T ORBRSIEICI VT IR e 2 O [ TR 0 £ 9 1)
RGBT A N T A ) ORFEEOHERELZTZ L2 Z &b, MEFITEYFICRETH S

LRI T,

Bz SR 7 ME/E5y 100 |8l

120 4

100 -

3
o
L

() #HEE

40 -

20 A

0 30 60

BFfE (53)

[BliiR/ SR 7 ME/E5y 100 (Bl

oooooo—o—o—o——o-és

90

RBRIEO pHI. 2

120

100 -

<]
o
L

() EE 8
3

40 -

20

[Blii5/ SR NE/fE5y 100 (Bl

BRI pH6. 0

120

HBRIEG) pH6. 8

30

N R/ B4y 100 1R

60 20 120
BF A (53)

RERIE@ pHS. 0

120 -
120
100 -
100 -
80 |
80 - B
B H
H E 60 -
£ 607 %
% 40
a0 4
20
20
0 ‘
0 ; ‘ : ‘ 0 30
0 30 60 20 120
FERE (53)
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/X RVIE/ 2y 50 [ellis 3R EBRII® pH6. 0

0.0lmol/L V v BAYE AR E I

@ AR (FamXeTF ol 7R 20mg [HIE)
O FEHERE] (F o a T 7L 30mg TBE))
T
O
1

120

100 -
D HERERIZ 351 2 RIS M) i R Ve
80 -
n=12
60 -

() B EE 8

40 A

20

0 60 120 180 240 300 360
B¥fE (43)

B FaoXtFohTtL20mg T8A] OBHESICE TR
(HEBRRAN R CRERFIOFIBEHEDLE)

R TaAOFEFUATEIL 20mg T858) DBRHEBHICETHRFMH
(FEBREAI R MZERFOFIBHEDLLE)

R S SERVR R (%)
s L, . ) A FERELA T v | HE*
B/l BRI (FaoxtFoh7endmg M) FandeFrh7endmg Bk
D pHI. 2 120 %y 1.8 3.1 e
. \ 20 4% 19.7 26. 0 .
[Elfiz/ 2 4 L/ |@ pHb. 0 - e
N | 60 4 89.5 86. 3
54y 100 [A]#iz
20 4% 39. 3 46. 1 ]
@ pHeé. 8 Bk
45 4y 86.2 87.6
Y 30 43 43.5 45.6 .
3 16. 0 ey
Gy 100 miE | 2P 120 4% 90.7 85. 8 e
o ©pH6. 0 120 4% 38.5 37. 4
oS 3 > Al . .
;:\]\5/0 é% 0.01mol/L U e
A S et 360 43 84.3 82. 1
% o FNENORBRSEMICB T 2 EFEUET, P19, 20 25 (n=12)
(HEREFIDELZDALE)
KR Z . AR (F 2u v F L h 7N 20mg [BHIE] ) -
R BR %/ AR BRI o = OVE R (%) AR (%)
1.4, 1.5, 1.5, 1.1. 1.2. 1.5
N 4, 1.5, 1.5, 1.1. 1.2, 1. A
O phl. 2 1204 1.9, 2.3, 2.1, 2.4, 2.2, 2.4 1.8 e
ElfE S 2 Ay R/ L, | 91,0, 90.0, 89.5, 93.9, 90.2, 90.5 A
sy 100 s |2 PH6-0 6097 | 5.7, 86.3. 89.6. 90.6. 92.2. 84.7 89.5 Le
75.7. 78.9. 78.5. 83.2. 86.0. 89.6
N BN VN BEON BN EEASAN . B AN
© ph6. 8 15797 1 90.6. 00.8. 95.1. 95.4. 88.4. 82.5 86.2 Le
SRR/ Lo | 84.00 78.9, 77.7, 82.1, 73.7, 80.7 .
. . ik
fisy 100 mps |2 P16-0 12097 11050, 99. 0. 102. 1. 101. 2. 102.8. 101.5 207 e
. ®ph6. 0
SRR/ : 82.9. 86.3. 88.1. 81.6. 85.9. 86.0 .
0. 01mol/L V¥ | 3604y ¥ N ¥ : ° 84.3 Bk
4 50 IS 82.2. 83.0. 81.3. 84.9. 83.0. 86.5
T SO IS oo i
% 0 FNENORBRSEMIZB T 2 EFEUET, P19, 20 25 (n=12)
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<yaHiZEE

R L ELE>
FaouaxtF b SN 30mg [BHG] 1

[ FE R L DO AW LRI IERER T A BT A ) CFRk 24 48 2 7 29 AR A% 0229 55 10 75—
HYOE BURE 1)

REAEME R Ok
7k .. e e s
Py [BldiR/ N R A X X Rk
BRI R 900 mL
AR IR L 37+0.5° C
[mldiE 100 [A]#i5

OpH1. 2 (H R R 1)

RERTE @ph6. 0 GE® 7= McIlvaine DFEMEIK) @pH6. 0 (7= Mcllvaine DAEE )
®pH6. 8 (H JAa HIERERES 2 k)
SRR EIH 12 Xyt

X o AEVERGH) K OB I XTI MRES ORE R, 23 RV 8253 50 [BlfiR L OME53 75 [BERIC BV Ty BV OJERBIC
RFN DAY PHERE T 2 RR DR SN T2 72D, FHE AR 7y ME 343 100 B TIT 572,

) HEUE
[FIE S A Nk
EIL g AR I E R
TEHERIA A3 30 43 ANIZ ) 85 % LA EVEH L e WG
HUE SN 7-lBRIFIEIC IV T FEHERIR O SRR 50% 152
L7pn & & EHERIA N E S 2R BRI I B 1) 2 LR RO
DpiL. 2 1/2 O R A 7R 718 2 Zp e . R OWE SRR
(% )%ikmgﬁ%ﬁ% L i) T, RRBREUA D SRV HH SR A HE L 00 SR H SR &= 9% O FiBH
P Tdb B, U £2 BIOMER 53 B ETH B, =72 L, HiEsh
(i FRIINEC 550 C BB D AT 138 10%BL F D38, HIE
100 Pl S VT BRBRINR C D 2R L, SRR 0D A7 H 03 )
I R = DRI B D o
@plH6. 0 UL 30 SYLAPNIC T8 85% L LV L 72\ A
(D7 MeI lvaine OFEER) | FUE SHVCRBREFRHIC Fo W TEEHERIAI O P s 85% LA £ &
Ten x| FEMERIRIONWHE RN 40% KT 85% UL D Y 7 2
®pHs6. 8 RESUC IV T, FRER B 0 S35 7 HH SR 3 HE B 0 SRR HH SR &=
(B R B ES 2 %) 15% DFIFHIZH B H>, XiT £2 B OEIT 42 L ETH B,
X RVik
EIL BRI | E FL e
FEHERIA A3 30 43 ANIZ ) 85 % LA EYEH L2 W&
4 @pH6. 0 HUE SNl BRIF I W CHEHERLK O SR RS 85% LA E &
100 g’% (;E’% o VeTlvaine oy | 52 & E BIERGAIO P 40% K O 85% (RO 72 2
- ’ RERUC IV T, FRERBUHI 0 S35 HH SR 23 HEBUA 0 PV HH SR &=
15% DFEIFHIZH B H, XiT £2 B OEIF 42 L ETH B,

PUBRAUA - B YERAI DTS HIEBT, 2T ORBEIICHN T [BI IR O/ [R5
B A KA L) OBPREOHERER i LT = LD, VIR BIOSIIEN HERR S h i,
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[BlfiE/ N2 7 > M /4y 100 [BliE 3EREQD pHL. 2 [EHE S 2 47 ME/fE4y 100 [FlEE 3ERIE® pH6. 0

120 - 120 -
100 - 100
80 80 -
i &
H H
% %
40 40 -
20 4 20 -
0 ooooo—o—o—o——odé 0 , ‘ : s
0 30 60 90 120 [o] 30 60 90 120

BRI (5) B (59)

[lE /N A 4 B /RSy 100 [ml6E RBRIEO pl6. 8 /8 R/LIE/485y 100 [ald5 ABRIED ph6. 0
120 120

106 106 4

1

80 -

60 60 -

() EE 3
() EE o

40

20

0 . T T : . . ‘ ‘ ‘ ‘ . :
0 30 60 90 120 0 30 60 90 120 150 180 210 240
B (53) B (5)

@ HBEK (FaoXteF T 30ng THHE)
O EHERE] (A oL E TRV 30mg)
T
O
L

D HIERE R 35 1T 2 SRR M) i R v
n=12

B FaoxteFoh Tt 30mg BA1 OBHEBICHTHEME
(HBRBF R CRERF| O THEHEDLE)

£ TaOxtEFrh T/ 30mg TBRA] DBHEEHICHITSELMHE
(BERBUEI B MZERF|DF B HEDLER)

R S SERVR R (%)
o o |wEms R R e
PR/ BRI (T 2n%eF 720 3mg G| (A 7% 55 72 )L 30mg)
@ pHl. 2 120 4% 3.1 0.0 e
30 %) 57.5 49.3 N
() pli6. 0 60 4y 86. 3 85. 8 A
ElfE S 2 Ay R/ 15 4% 17.1 2.6
4y 100 [H]dS 30 43 74.1 58.3
® pHe. 8 45 4y 87.6 80.8 ERay
60 43 93.2 89.0
— f2=47.0
SRR/ 30 4y 45.6 50. 1 N
sy 100 | PHE-O 90 4y 79.9 86. 2 A
* 0 ENENORBREMICI T DHEREIL, P22 25 W (n=12)
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F aaXtF o 0D EE 20mg [HG) ¥

[ FE 3 i D AW LRI SRR A R T A 2 ) TR 23 5272 2 8GR O8N D 72 3D O A= H) [ Sk
RBRTA BT A ) CFAK 24 42 7 29 PATIREFEATE 0229 5 10 5 —HUIE Bk 1, 4)

Y SG AOVRIS
StE s 8RR [z SR A b
ERIE = 900 mL
AR 37+0.5° C
BRI Opll.2 (AR 1HR) / 50 Bl Chﬁo(ﬁwquhmmaﬁﬁﬁ@/onﬁ
@pH6. 0 (7= Mcllvaine OFEMERK/ 100 [FHiE | @pH6. 8 (B /REHRERES 2 %) / 100 [EHx
B 12 Xyt

3% : pH6. 0 KON pH6. 8 "CIIFEHERLA) K OGREBR AN L TR ST OFE R, 7S Rk 85 100 [R5 OME:4y 75 [Bl#E
WZBWTAR Y B VO RIS O RREY B HEFE T 2 BN ER Sz, BIiGASX7y MNE 85 100

[Bl#ECIT o 72,
) HEUE
2% RLiE
EIL e BRI I E R
FEAERLA S 30 2 ANIZ R 85% LA EIEH L W&
FE SRR 38 T EYETLA O SEPE SRS 50% 172
L7gu & & AEERIAIDSEUE S - BREER IS 31T 5 LR =R
4 DL, 2 D 1/2 OVHVRER 27891082 72 R OWUE S 72 iR R

50 [E]#z (H A HRBREE 1))

(2R T, BRI O ST H SR R A O SR R 9% D
#PIZH D>, T £2 B OMED 53 BLETH D, 722, HE
S TR RN 3 W THEVERUAI O IS RS 10% LT 045
B HUE SN RRBRIF I T O BRI L, 55RO S8 R
FEYERAN D S HH R £ 9 DI IC B D

4y @pH6. 0
100 [al#x (787~ McI1vaine OFEEIK)

HERERUF 3 30 Jy APIC 48 85% LA HIEH L 22 W&

HUE SR BR R (2 o W\ CHEHERIK O SRR B RS 85% LA 1 &
Tpd b & EUERIAI O TP 40% I OF 85% 1T D1 24 7 2
B AUIC RV T, BB O PR H SR DS HERIK O SR H SR &
15% DRFPAC S B> it £2 BE OB 42 U ETH 5,

[EHR/ N2y M&

L=y BRI

P

®pH6. 0

PN (D7~ MeIlvaine OFEEIR)

100 [a]#iz pi6. 8

(H R AR 2 )

PEAERLF 23 30 43 ANIC IS 85% LA EIEH L 22 WA

HUE SR BR R 12 o W\ CHEHERIK O SRR R A 85% LA 1 &
Tpd b & FEUERIEI O IR D 40% I OF 85% 1T D1 24 7 2
B AUIC R W T, BB O PR H SR DS HERIK O PR SR &
15%DFPAC B 57>, it £2 B OEIE 42 U ETH 5,

k., RBREOIC YW TIE T VMM E2 1T o7,

RS
AR & PR HERIA D7 B I

RRIEO, @R UV@TIL TAITEH R 2 WAIDOBIMO -0 DL

WA R EMRABR T A KT A > ) OFRUPEOHE RAEZ N7 L72hy, SRBRIE@ T I eI &
B9 WRAOREHFEBIIELY L Ty LHE SRz,
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X RV 4y 50 [l SR pHI. 2

2% ROV 454y 100 [BlfE 3RERIED pH6. 0

120.0
120 -
100.0 -
100 -
380.0
80 -
th s
#60.0 H
% #= 60
40.0 %
~ 40
20.0
20 -
00 O JJ
0 30 60 90 120 0 . . . .
FEFE (43) 0 30 60 90 120

i (43)

[FHE N Z A4 ME/fE4Y 100 [HiE RERESG pH6. 0 [FEEANZ 47w ME/E4y 100 [HlEE 3ERIED pHe. 8

T T ER>
120 1 120 -
100 -
80 1
B B
H H
#= 60 =
% %
40 - <
20 4
O T T T T T 1
0 30 60 90 0 30 60 90
FFRE () R RE (43)
@ HBREA GCaateF 0D EE20mg TBHIE))
O AEHERE] (FA 2oL H TRV 20mg)
-~
9 HIERE IR DI RIME) E SR B
n=12
TaAXtF > 0D & 20mg AR DBHEEICHITH5ELUHE

(BLERBUAI R HEAEMH ) T 1935 H B D L)

£ TaOFEF 0D 6 20mg [BBA1 OBHEEI=H 2B
(SER B B OB BRI T 49 B ) HL )

RS PR R (%)
ny o crpnor | PERER TR FE HERIF| Y 2
PRI/ B (FapxtFrmiEdmg a1 ) | (FA L F 7 &L 20mg)
é;ggé;i Dopll.2 | 1204 0.9 0.0 e
9.7 /3% 40. 7 40.0 R
©pl6. 0 = s 92.6 85. 0 Ha
YAN
Y 207\ 75.0 15. 1
s 100 Wi 45 %) 94. 5 64. 1
@pH6. 8 60 4y 97.1 75.0 PST I
90 4> 99. 0 86. 6
— f2=22. 2
R/ 25 4y 40. 2 32.2 o
fisy 100 [ |2P6-0 60 2> 75.1 85.4 A
*1 7 JRFEAER (n=12)

*2 1 TNENORBREMITH T D EFELEIL, P24 25
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F a2 a¥tF L 0D 30mg [HIE] 19
(%3 IR O EWFI R MEREBR T A KT A ) TRTE DN 70 2 A OB N O 7= 8 O AE W) F 0[RSk
WA RT74 ) CFRk 24 52 A 29 AAHEEREAT 0229 55 10 5 —HiE AL 1, 4)

RS RO L
oy T 2RV [BlHE N R A b EH
RGEE 900 mL
AR 37+0.5° C
B/ R OpH1. 2 (BJREHRBRES 1)) /50 Bl Cﬂﬁo(ﬁthdygmaﬁﬁﬁ®/moEE
@pH6. 0 (7= McIlvaine OfEER/100 Bl @pH6. 8 (H JEaHRERES 2 %) /100 [EHL
B 12 Xyt

3% : pH6. 0 KON pH6. 8 "CIIFEHERLA) K OGREBR AN L TR ST OFE R, 7S Rk 185 100 [R5 OME:4y 75 (AR
WZBWTAR Y B VO RIS O R B HEFE T 2 BN HER Sz, BIiGASR 7y ME 85 100

[B]ifisCfT o 7=,
T FEE
2N RLE
BRI [ ) He
FEAERLAIAS 30 2y AINIZ Y 85% DL HIEH L2 WWE
HE S 7RI 30\ T A HERLA O SEEIVA HH 273 50%12
FELRW E & AERERANRE SRR U D A
Dpll1. 2 4 HRD 1/2 OHEH R 2779758 4 7l e, RORE Szl
(%%%mﬁﬁﬁlﬁ) mé% BREFMNC T, BRBRBRIE 0 498 HH 2R S L YEBRIA 0 SR
" i L% DEFICH B A, X £2 B 53 U L Th 5,
7272 U, BRE SN 7R R 3o CREYERLEI 0 S TA =R
10%LL FOBE . HE SN CO LT L. 3ERH
DR H R DR HERIHN D PR =R = %D &EIAICH 5,
FEAERLAIAS 30 2y AINIZ Y 85% LL HIEH L2 W&
FRE T2 BRBRIRE R 30 W T YRR O SE VA HH 2R A 85% LA
@pH6. 0 i bl x| BEERAIO SRR 40% & Y 85% (UL
(D 7= McIlvaine DFEER) 100 [a]#iz T2 7 2 BT IV, RRBRELA o0 LRV SR )R HERLA 0 S
IR 15% OFPAIZ H D h, X £2 Bgk ol 42 LI LT
»H 5,
[BHR/ N A7 Rk
BRI [ ) He
@pH6. 0 FEAERLAIAS 30 2y AINIZ Y 85% LL HIEH L2 W&
(%&5% VeTlvaine OB FRE ST BRBRIRE R 30 W TR YRR O SE VA HH 2R AY 85% LA
A= » 55y been k&, EEUERIO SRR 40% K T 85% (D
100 [AldE | #2472 2 BEASIS R C, RRBRIUAI 0 IR H =R S R HE LA o S

@pli6. 8
(FJRA HIRRERER 2 1)

IR 15% O#PAIZ H D h, X £2 Bgk ol 42 LI LT
H5,

k. RBRIRO M ODIZHOWTIET ZEEMHIE 21T > 7=,

AR A L AR YRR O TR HZE B S, 2 TORBREFICB N T TR 2722 2 8F OB IO 72D DAY
FHIRSEVEABR T A BT A > ) OBUMEDHERAEZN T LI Z LD IEHZEE OFPIEN R

nic,
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X RVIE/ 85y 50 (Rl

120 4

100 -

80 A

60

()B4 EE B

40 A

20 4

0O

ABRIEO pHl. 2

0 30

Bz SR 7 ME/E5y 100 |8l

60
B fE (53)

920 120

<7 7RI E >
120 4
100
80 |
&
H
= 60 -
%
40 -
20
0 : : :
0 30 60 90
BRI (43)

HIBRES) pH6. 0

/N RIVIE/f84y 100 [E]ds
120 -

100 A

80

() EE 3

40 -

20

0

60

AHBRIEO pli6. 0

60
B (53)

[Blii5/ N2 NE/fE5y 100 (Bl

<77
120 -
100

80 A

() B EE 8

FO4 O @

PRI IE 72>

]
120

ABRIE@ pH6. 8

60
B (43)

90

RS (52T 0D SE 30mg THATE))
CREYERIR (A LS LE T )L 30mg)

2 HE R AU 38 U 2 BRI M) AL TER R

n=12

TaoXxtF 0D 4 0ng TBAR) DFHEHICEITHEMUN
(REREAN R VRERFIOFFHEDOLLE)

£ TaOXtF2 08 0ng NBE] DBRHEHICEITHELUY
(FREREAI R VRERFN QT BFHEDLLE)

RS SESVE R (%)
B o v | HIERES TR FE HERIF| Y E 2
R/ | BB (FamtF 00530 94 ) | (4 /84 9 7 L 30mg)
o \
é;;go{é{iﬁ Dphl.2 | 1204 0.6 0.0 ey
9.3 4y ¥l 30.9 40. 0 R
TRy 5 85.6 85.0 A
47 100 [alfis 8 43! 35.7 40.0 N
D6, 8 = 85. 1 85. 0 A
154y 0.5 6.7
o 30 4 49. 4 57.0
N KLy
ﬁjﬁj\%o{gﬁg @pl6. 0 15 %y 64. 5 75.7 ey
60 4 68.9 84. 2
— f2=48.5
*1 7 JRFEAER (n=12)

*2 1 TNENORBREMITI T D EFELEIL, P26 251
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10. Réz - 2E

(N EBMNDLBRGES - &, NEIHRGES - 2RICET 51FR
M LR

(2) BE&
TanxkvFh TR 20mg [BHIE)
PTP Aal%E (BFAFEESE A FHRY) : 100 77/ (10 7 &/ X10), 500 &7 7EAL (10 7 EL
X 50)
NZaEE (R MV FEERFIA) 1300 L
Fan¥kF N7 30mg [T
PTP A3k (FRE MR EEE A [FA) : 100 7 7 &L (10 7 7 &L X 10)
NZaEE (R MV FERFIA) 1300 L
F a2 X tF o 0D EE 20mg [HIE]
PTP @3 (HMEAIAN) 100 & (10 §E X 10)
NZaEE (R MV, REEEFIA) 1100 BE
F 2 u %t F L 0D EE 30mg [BHIE]
PTP 3 (A1) 100 &2 (10 §E X 10)
NZaEE (R MV, REEFIA) 1 100 BE

% - [XIL 2. 7 O o BEE R DIES MR

Q) FREE
M LR

4 BRBDME

FauXrvF L H eI 20mg, 30mg [HAIE]

PTP /34 NZaldE (AN

PTP > — bk : AU/ =)L, TILI=T A AEV:AR)F L
Ny KRR ) FarLy R GV ND I = i 2V
SN R NyFr R FL v

O RV =F L
FYL R L

SRR
F a2 ¥¥F L 0D EE 20mg. 30mg [BHIE]
PTP %E (WLMEAIN) NT e (FERIN)
PIP>— bk : R FuvLy, 7AI=7 5 ANhv:ARI=F L
te—:RIZFLr, TILI=A R AV N R = B il P
A R NRyFv R)xzF L

FEOWY RV =F L
TV R e L
S

1. BlERESNLIEMEE

A% LR

12. ZDih

A LR

_28_



V. BEICEEY HIEE

1. HEEXIIHE
O35 2% - 5 DIKEE
OTREEICHSERE
FEPRIR I HRES
RMERIRIE
12 4R R IE
ZE R EAE

2. PEEXIIHRICEET HEE

N

5. 3hEE - HIRICEEET HFE

(Zhee@)

51 1o SHOFEEIZEY | 24 UL TOBE T, BRESE., ARAEXOY 27 B3N+ 25 & O
ERBHDHTD, REOBEEIZHIZ>TE, VA EXXT7 49 "NEBETH L, [8.1, 8.2,
8.3, 8.4, 9.1.5, 9.1.6, 15.1.1 HM]

(32" - 5 DHKEE)

5.2 KK % 18 A DK D DM ERE IR G T HBICIT#EC A HmEICHRFT 22 L,09.7 &
i
(EROEERE)

5.3 EIRIZxt L CAAZ R G T 25613, BASE., ARER, BE., BUBRMESORAER D%
BRI BB L, REOBEOESEZEEIHWT 5 2 &,
<ﬁﬁ%ﬁﬁtﬁ5ﬁr>

5. 4 HRHERT IR IE DZWTI, *l)&v% DoyFE (W) EESOEER R LB D S EE
=<y AN %E$Méht @A&@#é &

(EMEREICH S ER)

5.5 IFrOZW EHEL BB TBMEIERIE L B SNTBEICOHR, RFOEGEBETH L,
(ERMEBEETEE (C 4 S &)

563 v AU BERAZAH L, I OZWEUEL B8 T TMEBEIE & 2 S LB IO A, AH|
DEGEEZETDHZ L,

3. RERUAE

(M RERVHEDRESR

(D29 - 2D, BRAMHBEESTICHESER)

HE, AT ilﬁ1@%ﬁ% TanXtEFr & LTAmg #0575, #E5IE1 H 20mg

IVBIA L. 1MUY EOMEZZT T 1 BAEE LT 20mg T 28&ET 5,

BB, WRATL52EEITIE. 1 H 60mg ETHET LI ENTE S,

(GREHBEICHE S ER. BHEEREICH S ER. EREEMEICH S &ER)

WEL. AT LA 1 EEAE%, TaadxtF o L LT 6eing 2RAKET S, #E51X1 H 20ng
FOBAAL, 1ML EOREEZ T 1 AR S LT 20mg T2 ET 5,

Q) AERVHEEDERTERE - 1B
M ER L

_29_



4. RERUVAEICEHEYTSEE

1 F% - ARICHEEY 518

(328 « 5 DRME. WRBIEHREEITH S ER)

AFNOB G RITUERNR & 225 X5, 03 2 L RSB L2 bR 5 2 &,

5. BRERALIE

MERT—2/1\vH5r—2
BA=RSANA

(2) PR IR
LR L

Q) AERGERHER
HREERR L

(4) #REE RO ER
1) B3R ER
U ER R L

2) REWHB
AR L

(5) B - HEIHER
LR L

(6) FAERIEH
1) ERAKERE (—REAKERE. BEFEARERE. ERAKELERAE). BHERTERT
—AR—RFE. RWERFTREKRABOANE
ML

2) RBEHELELTERFENDARXIIER L-AE - ABOME
ARV

(1) ZDith
BARWAAR
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VI. EMER(ZEHT 5IE5H

1. EEZFMICEESH D ILEMXITILEYEF
twu b= VT LT U CBIRYIABEER : ST V7T IR, N T T 7 R R
EE  BEEO S LB OIRE - REIL, BHORMNIELZSMRT 52 L,

2. EBEER

(1) {ERRARGL - 15 MR °°
SNRI Th 27 a2nxtF U H{REIT, o b= /07 FLF U ool b#MET 5, 5,

M., ZNENOEATORINMESE LT SNRI ik v b =A@ mEE /LT RLF U~
TEEMPER R RIE 2R S D, SSRI OAEH L Rk, kw b= OO %L 5-HT,, & 5-HT, A
CRBEROIEMACEFET 2, ZOERIX, Zhbotr b= AFEER BRI BUEES LD
FT, AXHT 4T 74— KNy I7BFICE e h= U fEBEMREEZEO T, T LT, v
AT ER Lictr b=V REIL ST 7 A% 5-HT K EFHAMERRATRE & 72 2,

(2) R & Bl 1T B HRAAE
AR L

(3) EFR IR - FriehFhE
YRR L
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VI. EYEREICEAY SEB

1. MPREDOHR

(1) S A0
LB L

Q) EERABR CTHERIN-MPEE
< W A S R >
FanXkForh TN 20mg [HE] 1©
(%38 = 3R D EW R B ERBR T A R T A ) T BN 70 2 8% 10 B A O A= 9 700 [R S5
BRAA RTA ) CFRE 24 4 2 A 29 HEEAFAIE 0229 % 10 5 —HIE B 1, 2) (&Ko,
TanXtF a7 30mg [HR] ZAEEERAIE Uiz b & IRHZEEIN RS &R S, £
FHNCRIE & Bl s, (TIV. 9. iHME ] DEESHR)

Fan¥tForH 7N 30mg [HE] 2

(%38 =38 0 D EW R R T A R T A CERL 24452 A 29 B A 3EREASE 0229 25 10 75 Bl
1)

TaundbF AT 30mg THIE] VA IV Z BTN 30mg &, 70 AL —_R—IEIZLD
ETNENL 7' (TandtF e LT 30mg) ., BEEMAS FICHREHEERR O &5 I R% R
A8 05 U CIiE R A LIRIRE 2 JE L, 55N 723 mERE XF X —4& (AUC, Cmax) (Z-D\)
T 90%15 #H X FIEIZ THEGHIRMNT 24T o 7o R K. Wb log (0.80) ~1log (1. 25) DHFMHANTH Y |
FNENHEA O ALY RIS MR S,

O s i m] 452 5-

(ng/mL)
30 -

N
ol
I

N
o
I

--O--HA LB H T+ )L 30mg

—e— Tan0XtEFHhTE/L30mg TBRA]

—_
o
L

(FHEHRERE. n=39)

EEC WO p BE

0 6 12 18 24 30 36 42 48 54 60 66 72
BrfA (hr)

mg H T FEEHOMFEFT 05 F UREHS EREMES)

_32_



& 30mg h7tIL EYBE/NSA—4 (BRAEAN. HEEEEZS)

HIE T A—H BEINTG A—H
A RS AUC, C.. T T,
(ng * hr/mL) (ng/mL) (hr) (hr)
FanXxtF oI

+ + + +
s LA, 39 241,92+ 114. 77 13.78-6. 14 6.951.2 11,3442, 65
YA LA NGETT 39 263. 36+ 136, 58 15. 6948, 09 6.4%1.5 11,2642, 99

/L 30mg
Mean=S. D.

I AR EE N ONT AUC, Cmax SO FEMENAE /T A — 1T, HERE ORI, AR OBREEEL - R %
ORI L > TR D ATREMENH D,

QR HRE G

(ng/mL)

--O--HA LN ILE H T+ )L30mg

—e—TanXtFhTHIN30mg TBEA]

(FifEHRERE. n=37)

FREEC SR 4D p B

0 T T T T T T T T T T T U
0 6 12 18 24 30 36 42 48 54 60 66 72
A (hr)

omg W T ELFBEHOMFEFT 05 F VEEHS (BRRE@ES)

& mg h7tIL EYFE/NSA—4 (BEREA. BRERKRS)

HIE ST A—H BTG AL
KA PRI AUC, Coon T Ty
(ng * hr/mL) (ng/mL) (hr) (hr)
FaaxtbFoh Tt

+ + + +
L 30mg AT 37 384. 79+171. 25 22.76+11.13 8.4%+1.0 10.79£1.75
YA NI TT 37 380. 70+=195. 46 23.18%+10. 38 8.21+0.9 10.72+1.58

/L 30mg
Mean=S. D.

L3 S ORS AUC, Cmax S50 SMBIRE /< A — 4 1%, WA ORI ORI - B
DRI L > TRARDAREMNEN H 5.,
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Fam¥EF L 0DEE 20mg [HIE) »

(%R =35 D AEM ZIF SRR T A KT A > ) TRIER B 58K OB O 72 O A KR %
PR A KT 4 ) (PR 24 4 2 A 29 AAHSRAFASE 0229 25 10 55— iE B 1, 4)
FauXEF L 0D EE 20mg (BTG EH AN EZ BT EL 0mg B, 7 RAF—N—EIZL Y%
NENLIEXT LI AT BN (FaoxtF b LT 20mg) ., HFEMRASFICHARRERO®RS X
BHREERE AR L TR REERREZRE L, GO 7EYERE ST X —% (AUC, Cmax)
2DV T 90%E R X EEIC THEGHIEIT 21T o 7o . W s log (0.80) ~log (1.25) DHiPHN
ThO ., TNENEHOEMFNRGERHER I N, B, T=2aXtF 2 0D 20mg [HIR)
EA SNV E T T2V 20mg 1R, KDV KUUKR LTHRE LT,

O B kg BL[A] $ G-
(ng/mL)
30
25

=-O-=H A 213 B H T4 20mg
—e— FanXtF 0D520mg MBH:A )

N
o
L

(T RERE, n=31)

o
L

FEREL WD b B E
ol

0 12 24 36 18
B (hr)
20mg0D SR SR DMFP T 1 OF+F VREHS (BEEERS. KHY)

(ng/mL)
30 -
25 -
i
i
ﬁ 20 - et A 1L T L 20mE
- B
E —o— 7T O%tF 0D8E20mg TBAA]
+ 15 A
F (T EEREE. 1=31)
>
& 10 -
54 (8 TR
0 : : ‘ ‘
0 12 24 36 48

BrfA (hr)

20mg0D SE R SFRDMIFP T 1 OF+F VREHS (BEEERS. KEL)
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& 20mgOD §& EMEE/ NS A —F (BERA. RBERERS)

HIE ST A—H BEINTG A—H
e s
A K ALC, C T Tys
(ng « hr/mL) (ng/mL) (hr) (hr)
7 21X F 0D §E
7aBx fA 5 31 153. 55+80. 46 9.84+4. 03 5.71+0.9 11.74+2. 74
K1 20mg TBYR)
liE&E NI g
T4 IN7 31 166. 47+106. 16 11.49+10. 35 5.91+0.9 11.54+2. 41
L 20mg
T aaXtFL 0§
7 anE ?:\L\ fie 31 189. 25+126. 35 10.947+6. 89 6.3t1.5 13.10£2. 78
KL 20mg [BATA]
ilv 4] N g
vA &? 7 31 176.52+104. 34 10. 13%5. 43 6.5+t1.0 12.73£2. 47
L 20mg*
3¢:7K 150mL THRH Mean=S. D.

I3 P EE NG ONC AUC, Cmax ZEDOSRMEHRE ST A — & 1%, BiBRE OFRIR . (KK OBLEEIR « R
DG L > TR D ATREMEN H D,

Q% HERE
(ng/mL)
30

N
(]
L

N
o
L

==0=-HA 2\ LB 5 T+ )L20mg

—o— T aaFtF U 0DEE20mg TBAA ]

(FHERERE. n=31)

FEEC O p B E

0 e T T T 1
0 12 24 36 48

#RA (hr)
B 20mg0D SEix ERFQMFR T 2 OF+F VIREHYE (BRRERKRE. KHY)

(ng/mL)
30 -
25 -
m
i<y
EEZO B ==0==H A L1V B H T4 IL20mg
e
a —— 71 O%+F L 0D§E20mg TBAA)
215
+ (FHEBERE. n=31)
?
210 ~
=
5 4
0 e T i '
0 12 24 36 48

B (hr)
B 20mgOD fEix ERDMFEHR T 1 O F VIREHRR (BRERKRE. KiL)
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& 20mg0D f8 EMERE/NS A —4 (BEMA. BRERKRS)

HIE ST A—H

BENTG A —H

. [
A s AUC, Cox T Ty
(ng * hr/mL) (ng/mL) (hr) (hr)
FaaxtF 0D EE
. 31 185. 15+98. 51 13.39%6. 53 6.5+0.6 10.54=1. 26
KdHY 20mg THAIA)
A oN)L g
FA NI THT 31 190. 46109 94 15.08+8. 45 6.4+0.8 10.54+1. 66
L 20mg
Tlm%tf:mﬁg 31 186. 70+113. 87 12.69+7. 54 6.7+1.1 10.59+1.76
AL 20mg THHIA]
A | g h
; -+ + -+ -+
Tl 20mg® 31 169. 75+110. 67 11.86+6. 86 7.5+2.2 10.59+1.68
%7K 150mL THRH Mean=S. D.

M B 3 ONT AUC, Cmax 28 D SKMBHHRE R T A — X 1,

DRBREFIFC L > TRRD RN S 5.

FanaxtF L oD EE 30mg [HIG) 29

PR DI, RIEOTRIREIEL - 7 H A

(%38 = 3R 0 D EW R ERBR T A R T A ) TR AN 57 2 A OB D 7= 8 O A9 1 [ 55
PERRBR AT A K7 A > CEAL 24 42 A 29 HATSERFEA T 0229 5 10 B—HE BIRK 1, 4)

FauXEF L 0D EE 30mg (BIVE] EH A AEZ BT EL 30mg B, 7 RAF—N—(EIZL Y%
NENLIEXT LI AT BN (FaaxtF b LT 30mg), MFERASFICHAERRRO®RS X
BHREEREARSS L TR REERREZRE L, GO 7EYERE ST X —% (AUC, Cmax)
(2D T 90%E R X EEIC THEGHIEIT 21T o 7o . W log (0.80) ~log (1.25) DHiPHN
ThY ., TNENEFOEMFNRGEERHER I N, 2B, T=2aXtF 2 0D 30mg IR
LA E T TV 30mg 1R, KDV KUUKAR LTHRE LT,

Ot & kg HL[E] $ G-
(ng/mL)
30
25 4
fiin}
2
%20 - --0-=H A NLE 51 T )L 30mg
EA —e—F1n%+F 2 0D530ng B34
a
x15
':i)z: (FYEEBERE, n=31)
210 -
=
=4
5 4
0 ; ; ; ,
0 12 24 36 48

BrfE (hr)
30mg0D i SRFDMFR T 2 OF+F ViREHRE (MEBERKES. KHY)
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(ng/mL)

30
25 -
o
5%
ii 20 A IR 1 T L30mE
o
i —o— FaOFx+F 2 0D8E30mg TERAL
+ 15
F (FHYE+EERE. n=32)
>
=
E 10
0 T
0 12 2% 36 48

B (hr)

30mgOD e 5RO MTRT 1 OF+F VREHR (MBHERKRS. K4L)
& 30mglD §& EMEE/ NS A —F (BERA. REERERS)

HIE T A—H BEINT A—H
N W
3= Al e AUC, Cox T Ty
(ng * hr/mL) (ng/mL) (hr) (hr)
Tim%ﬁf:mﬁ 31 | 305.34£164.51 19, 66-+9. 23 5.941.0 | 12.07+2.49
Kb 30mg ()
AR NS N
FALSVIAT gl | s16.50+176.77 | 19.97+9. 66 5.4+1.1 | 11.83+2.16
/L 30mg
TAEFETCOE | g | o ss1oa60 | 16.93+7.73 5.7+1.0 | 12.72+1.82
KiaL 30mg TR
R N < S
! FALAIDT | 5050411412 | 15,4646, 59 5.841.2 | 12.26%+1.44
/L 30mg*
¥:7K 150mL TARMA Mean=S. D.

I R EE G ONC AUC, Cmax S5 OSRMBIHEE ST A — & |3, R ORIN . (R OFL B EE - R
DRBREFIFIC L - TRRD RN S 5,

QOREHEEG

(ng/mL)
30 4

N
(3]
L

N
(=]
i

==0==HA 23LA 51 T4 )L30mg

—e— T2 O%tF 0D85e30mg BH:A )

(FHELBERE. n=32)

FRREC W O p BB
o

5 1‘2 2‘4 3‘6 4‘8
B (hr)

30mg0D fe#x SR DMEEHR T 1 O X F U REHE (BRERKRS. kHY)
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2.

(ng/mL)

AEEC KO b BXE

30 1

25

20 =Om=H A LNILB H Tt L30mg

—e— 710Xt F 0D530mg M8574)

(FHERERE. n=31)

B 30mgOD fEix ERDMFEHRT 1 OFEF
S 4

= 30mg0D f& EWMENEE/N

24

i (hr)

REHER (BRRERKRE. KEL)
5 (BEEA. BRENKS)

HENT A—H

BENT A —H

e R
ﬁé ﬁ” ;& AUC‘L CITBX Tmax Tl/ 2
(ng * hr/mL) (ng/mL) (hr) (hr)
U o ~ ”r‘-»
72 aX T 0 32 310.26+178.03 | 19.37+10.64 6.4-1.4 11.65+2. 17
K&V 30mg [HHIR)
IR VA% °
YA AT HT 32 983, 33 153. 50 18.9049. 90 7.249.1 11,3142, 01
/L 30mg
Fa2uaXEF 0D
\ 31 979. 17 143. 60 16.94+8. 55 6.9+1.6 11,6142, 36
AL 30mg TBHE]
A | a sz
; + + + +
T Some 31 982, 174132, 08 18.5247. 77 6.61.7 11,7842, 03
/K 150mL Tk A Mean=S. D.

I 3PP EENE ONT AUC, Cmax SEDFMENRE/ N T A — K13, HBRE DI

DRBRFIFC L o TRRD MRS 5.

Q) hEE

REERR L

) EE - ftRENEE

[VIL. 7. fH BEAE R ) DOIESPR,

BYRE RIS A—4

(1) R A&
M ER L

(2) AR B
LB L

_38_

RIROTRIR AL - RS




3.

Q) HKEEEH

FandvF L h TN 30mg (B 2
Kel: 0.06438£0.01516 (hr') (e HL[EIEEGKE) (n=39, Mean=S.D.)
0.0657720. 00973 (hr™") (BFZHEIBGEE) (n=37, Mean=S.D.)

FauFtF 0D EE 20mg [BIIE]
Kel: 0.061739%0.012720 (hr™)
0. 055067 %0. 010799 (hr™")
0.066727%0. 008332 (hr™")
0.067271%0.011694 (hr™")

F 2w FtEF 0D EE 30mg [BIIE]
Kel: 0.059513+0.010778 (hr™)
0. 055483 %0. 007256 (hr™")
0.061314%0. 010558 (hr™")
0.062061%0.012179 (hr™")

~ o~~~

(
(
(
(
WHYTFUR
LB L

(5) HHETE
AR L

(6) Z Dt
LB L

23)

(e £ B [AT45 5 BE
(R £ HL [R5 G
(F21% Hilml e Iy
(F21% Hilml e G-Iy

24)

(e £ B [AT45 5 BE
(R £ HL [R5 G
(1% Hilml e Iy
(F21% Hilml e G-Iy

B&EH (REaL—ay) @

(1) BBAT 75k
DR L

Q) INT A=A EEER
M ER L

IR 4R
gk L

kil

(1) M & — fx BE P9 @A
M ER L

(2) % —FEAEREFT BB
[VI. 6. (5) #E4w) DIESM,

Q) EiA~DFBITH

VL. 6. (6) 3wl OIEZM,
) FERA~ADFBITHE
B R L

_39_

KH V)
K7z L)
KH V)
K7ig L)

KH V)
K7ig L)
KH V)
K7ig L)

(n=31,
(n=31,
(n=31,
(n=31,

(n=31,
(n=32,
(n=32,
(n=31,

Mean=S.
Mean=S.
Mean=S.
Mean=S.

Mean=S.
Mean=S.
Mean=S.
Mean=S.

S
— N

S
~—



10.

11.

(5) Z DD~ DFEITH
YRR L

(6) MIFELMER
BERERR A 25t 52 & L7z R R OREH GRS 5 ex vivo DIMIEE A& R 2 HIE L7k A,
9T~ TH o7z, FERITMPETT = v FvF U REIEAETS, KEKRKSGICI2ZTRD L
LR Do 7 25 26 27)O

R
(1) B R U BR RS

AR L

Q)R- ET 2EEFR CYPEH) OHrFiE. FEFR
ARFNORBHIZE L UCTHHCETESE CYP1A2 23B89 5- L. CYP2D6 & &5 LT\ 5,

() NEBEHROERRUVZOEAE
AR L

B REYDEEOEERVEMSL., FELSE
M E R L

Bt
gk L

S U RR—42—IZB9 515k
MM R L

BEICK DBREE
AR L

RENDERZARI HESE

i

fEREE B & BEEIEE I BE (% 6 ) LOMTT 2 X tF 2 10mg &% HBIRE O 5RO Y
BREA g L7 & & @mInE ICB W TCIIERImE IR THRERZTRD b -2 OO, Cmax
3 135, AUCIER L6 fFIcERERIE R L, T, 130 1.6 fFICIER T D& R L7z 2,

(VI 6. (8) Eiliind] DIESM,

Z Dt
gk L
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Z&e EALOIESF) (CEYSHIER

ZERNBEFDER
REINTWN N
B2SHNBRETNDERH

2. 22 (ROBEIZIFBELENI L)

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

2.2 &7 I UmbEEE (MAO) FHEAR (BLX U SHEE, VXV A VEE, 7 03
RANWVERE) %595 5 0I5 1E% 2 BREDNOBEE [10.1 S

2.3 EEOIKEEEDH HHBE [9.3.1 ]

2.4 SEOBKEREOH HEE [9.2.1, 16.6.1 ]

2.5 2y he— AV ARROMAEBRARNEOBRE ERPELATLIZENH D, ]

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

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

EEGEXRWIEL ZTDER

8. EELERNIEER
(Zhaesk@)

8.1 5D JERZET DHEEFIIHAZTENHY . HECKOBZENRHDHD T, ZO LX) REEIT
BHEFGREH O ER G B2 AR T HBICITBEFEORELOREOE 2 FEERESBIET 5
Lo B DO - ) IR TARBI DS & 72 DFEBICENWTH AREXOBZENARH D |
SHITHIDH - I DREBEEOIGAELHLDT, ZOXI REFITHEBERSBE LD L
H425z &, [6.1, 8.2, 8.3, 8.4, 9.1.5, 9.1.6, 15.1.1 &HE]

8.2 N4z, M, BUE. N=v ZIRME AR, GRITENE, BUR. WCEM, mEE, T YT
MBI AR, B, BURERL b Z ERHE SN TS, £, RRABMRIEIHGT
LRV, 2D OFEWR - ATENZ 2K L7IERNIC IV T, SRR B O R ek o AL T B &
. BAEREN, METHPHREINTWD, BEOREBROREOZE(LZFERRS BT 5 L
EHIT, INDOEROBENBIE I NI, IREEZHETT, Ra &L, Pk
T 5 C WO E AT Z L, [6.1, 8.1, 8.3, 8.4, 9.1.5, 9.1.6, 9.1.7, 9.1.8, 15.1. 1
Z ]

8.3 HEARBMTOWMERMZ <D, BREBERDRD b BEHEIALSGTT 2551201, 1RGO
WA ER/NRIZE b b, [6.1, 8.1, 8.2, 8.4, 9.1.5, 9.1.6, 15.1.1 ]

8.4 FEHICHASES AAMMN, WA, BB, GRS OITEIOZ (b & OEBER B ot
JERDOEALR D B D Y A7 FEIZOWTHoail 21TV, EAl & BEIZEKZIR0 595 X9
iR 52 &, [6.1, 8.1, 8.2, 83, 9.1.5, 9.1.6, 9.1.7, 9.1.8, 15. 1.1 ]

8.5 IFEEELNH LD Z b H DT, MEMHEMRA (AST, ALT, y-GTP UM E U L
EUE) BT L bic, BEOERE HICBIET S Z L, [9.3.2, 11.1.5, 16.6.2 /]

8.6 LAk, M/t EH, BEZ YV —ERbobndZ ENRHDHOT, WE, ME - JRE
HEERPEL, HEBEICHSEET S L, [9.1.2, 11.1.8 Z#]

8.7 R, OFEWENEZ LI LNHDHDT, HEVEDOEIREMIRA {1 5 R 4 #/ET 2 BRI
THEESEDL L, 2, BEIC. ZROOERE AR LB XA B HOEIRSE LR A
I OBEIZIERE L2 K o, BT L,

8.8 HAHIL (FRICZROW L) I2X b, K22, B BE, FEtoEv, 8ERE (Exy =
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v IR 2 ETe) . B, BOLOFHREND bbb Z R REINTWD, &E52H1ET
LA, BAROP AR, BEORBEZBIEZ LN ORAICHET D2 &,
(RERBEREERICE S &R
8.9 AANZ X HWRFITIRRFRIE CIE R PERIETH L Z 206, BERFEOBRZIETITY 2
L,
8.10 AAIDFGAZ LV MbEME L5 - HoAle EFSE, BRI ENT 52 L H L0 T, MEED
WG 2HEICBIZRT S & & bic, MBS U CHERFIGFEEOHEME 217> 2 &
(EMEREICH > ER. ERMESEICHE S ER)
8. 11 AANC X B1EHFITFIFIE TS SHERIETH 5 Z L b EIR ORI HIUEZE DOIEHE
ZOFETITO, SBEELANORIELBE T8, £, BEORELHSICBZE L, AH
R LN b,

6. BENERZAHI HEEHICHIT IR

() EHHE - BIEEZEDOHLHESE

9.1 BHHE - MERZEOHLEE
9.1.1 BIMIRBXESFHREHED H D EE

JNAT RUF U R ABRBEERICE VBRSBTS 2 L0835 5,
9.1.2 BIERIINVEEDHHEE

AFNF GRICHEYIC 2 he— v L, EHICE - RIS ZRE T2 2 & DA,
MmEER, SiEZ )V —ERbobhdZ tndbb, (8.6, 11.1.8 HH]
9.1.3 HABEXIXENETENDHSEE

JERNEALT D Z 0D D,
9.1.4 BEDO7I/ILa—ILIERE

s E N B LT DAl RetEN S 5, [10.2 S ]
9.1.5 BRSEXIIERLROBENHLEE. BRSEDHIEE

HESE, BREMAOLbNDZ b5, [6.1, 8.1, 8.2, 8.3, 8.4, 9.1.6, 15.1.1 &
i
9.1.6 BS>DOREHE

EiE, BERERNL LA EX3H 5, [6.1, 8.1, 8.2, 8.3, 8.4, 9.1.5, 15.1.1 &M]
9.1.7 HNOFBEHEEZEXIIMERAEDCDRRDOHLHEE

AR A S5 = L3 5, [8.2, 8.4, 9.1.8 &)
9.1.8 BEIMARLHEEETZETHEE

FAEIR NS5 Z L3 5, [8.2, 8.4, 9.1.7 &)
9.1.9 TALAZEDERMERERIEICNLDBRFEOHLEE

BEEL T END D,
9.1.10 HmMEEDBEFEEX IIHMMEREDH S EE

HIME 233895 Z L3 d 5, [10.2 B ]

2) BHEEERE

9.2 BHEEETESE

9.2.1 BENEHREEEOHIES

Beh Lz &, RFIOMPEEN EFT5Z 08355, [2.4, 16.6.1 &H]
.22 BENLCHEEDBTHREREETDOHLEE
AKFNOMPEEN LRI L0805,
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Q) FHkpelEERE

9.3 FFHkgEfEEEE
9.3.1 EEDHHKEEZTOHLIESE

BHE LW &, IFEERENEAT I Z LD D, Fi-, HEEEMNIER L, AFl o f
BENEATLIZENH D, [2.3 /]
9.3.2 BEMNLPEEDODHHKEEEZTOHLEE

JFHEREREE N B T2 2 &30 D, F7o, HIERWINIER L, AFOMPREDS FRT5 2
b, [8.5, 11.1.5, 16.6.2 ]

D ENEReE AT 5F
REI LTV

(5) 4Eb%

9.5 1147

B0 SOTAENR LT\ S ATREVED & 2 M2 X, TR oA MENfERME L BRl 5 &l ST
BAICDOBEEET S Z b IEIRERHIC SNRI, SSRI 2% 5 S-S HpE L 7= 8B RIcs VT
ABEHIM OIE R, FERAHE), RERFLZVLE L35, BEBUER & REOERDSHEBERICH S
bl OREN S D, BRFTRE LTk, RkEE, 77/ —8, EER, FIE, SR
P, WELREE . ek, (RMBEE, FERIRIT. AEIRITHE, AT, Rk, <o & 5
I, Rt ORLE NG STV 5,

(6) $=FL5%

9.6 L7
BEEOFERMELR O REOFRMEEZEZE L, BIHLOME IR ILEHBETDHZE, Ty b
KOt FTHIHFA~BITT DN HRESHTWS, [16.3.1 ]

(DR

9.7 /NR
WA CH M STz T~17 EOK D OWtEEE (DSM-IV-TR*IZIB T 2 70%H) BEEZXZRE LT
7 2 ARRROBERERICB W THIMEDRHER CE o L ORENRH D, [6.2 ]
3¢ : DSM-IV-TR : American Psychiatric Association CKEMEMIES4L) @ Diagnostic and
Statistical Manual of Mental Disorders.4th edition, Text Revision (DSM—IV-TR F5t#¥&E B D
W - HEt~ =27 )

(8) =&

9.8 E#E
BEOREZBIE LN OHEEICEET 52 L, AEE TR O RNELE L, Mg
MWERATHZENH S, [16.6.3 B
Fo, BREICBONTE, LTFORICEETHZ &,
ARTF R U U AMSE, FURIRASVE RS S WEREEE (STADH) OfERMENELS 2D End 5,
[11.1.3 ]
cHOFVFRICLVEBHERE T ENH D,

7. #HE%EH

10. M EEH
AHFIOMRBNTITE L LU CTHFRHTEESS CYPIA2 23B95- L, CYP2D6 & —#i &5 L CTW\W5, F7-. AH
1% CYP2D6 % B A HIICIAE T 5,
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(W EREZESEZDER
10.1 BtRAEE BEALABWLWI &)
N4 BRI - H5iE 51k BEFY - SRR 1
£ 7 I UBbEEE (MA0) BRE|fL OB S SAITTOFHIC X 0 3T, R|EIC MAO FREANC K 25wk
i . s B mi, BEEO ST I UREOHIIN L O
T LX U R JERN S bzt DORERDH D, |9 2FNCLDE T I U1E
(=7E—) MAO BREAI D e b5-% 5% 1) 7= BB IR (B EM R RICRB 1T 57 2
FHXY A UIVERE F 5T 5512 e EH| VRV IALBEFEICLSD &
(7L 1) 2HEMOMEERBE, £z, AR EZDLND,
BT 4 RAUVER 5 MAO PREFNCEI Y B2 A L X% 5
(=277 17) AMoMEZBL 2 &,
[2.2 ZH]
Q) BERFE L FDER

10.2 StREE (BRISEET S

&)

AN 5

B AEAR - HEIE Tk

R - fabRIA T

EEYR

T =
(Torsades de pointes #&¢p)
LEO.LMAEREWENNRBLT 5
ZLBBLIOTHEET DI L,

QT JE & | EQ U N 3

AHFNL, EEY FOFTORAL
ARG 2 FLE L, iR 2 -
ASEDLLEEADND,

T )L a—)L
[9.1.4 =W]

FHAZ AR R 18 2 858
TLZENHLDTHEETDZ
Lo Tz, KRN E(LT DB
TNRDH D,

TV 3 — U L AR A R I E
EETH, £, @EOT L2
— VR E AHE DI &
0. HFEENELT LD D
%

R e A ol A
SNV —VERHER, oo
PR A&

FEIERZE®RT 22 LR d
HDOT, AFIZOZ s DOIEA
OHABEZEHET HHREEELT
BHEAHZ L,

i aEeN

AFNT A== LK Fn
Y (AF LT —)

tu b= EREEDRH SIS
Bt H D,

AE A O MAO PHEEMIC X Y
tu b= ERNER SN D,

TNRFY I U~ LA R,
DA =DV = 1 o B
PV

[16.7.1 &)

AF|OMPHEEN LRI D &
N DHDT, ARENOHEZHE
THEREEELTHRSTSZ
&

b OERAID CYPIA2 FHEE
Az E v, REomFREN E
"ATH5ZL0n3H5,

AHE TR I LEDOOFH
Wk, KFlomigEr VT o
AWNBD LTz & DHRERD 5,

ZERSREL D DA

7 NUTFU R,
VYT KRR, AR
7F I R

Tz ) FT VLR A
T 2

PURFENRA
TuaRTx ) UHEBE, 7L
1A = REERE

ZAUE DIEH O RS F5A
THZERHLDOT, ZhHD
HHORBEEWET 570 R
LCELETDHZ L,

AH|D CYP2D6 FHEIEHIZ LV |
TAUD DA O i EE A b5
TAHEZERH D,

AFI L CYP2D6 FEETHDHT v
TIIvEOAICEY, TV
T IO AUC BEIINLIZE D
WERD D,

Sna kv F UoEBREKTY., %
=V AR Ky
[16.7.1 ]

AREOMAIREN EHI DL
N DHDT, RENOHEZHE
THEREFEELTHRET S Z
&O

“h b ORAID CYP2D6 FHLE
Flzk v, AFomAFEEN -
HATH5Z L0355,

AF Lo xvFr LOPERIC
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Yo, KFlomsEs V7o
DR LI- e OWENH 5,

e b= AEHEE
REY F UL, B =V -
JVT KLU UCHEYAH
FHEEA] (SNRI) MK OV
o k=2 FIY A A FEE A
(SSRI) . ~Z~ R— UiEmE
., NS HURER L- b
V7 N7y e igll v x
AU A
A I3 A RXY VT (B
heYa—rX-U—1}) &4

MEIZED = e % T
HZLlzkvtnm = EGER
HEotr b= AERIC X HER
NHHLOLNDZENHDHDT,
AFJ Rz DA O HE%
WETL2 P EELCEETS
Z &,

AFNTEE = FHEY AT
FEMZAT 2720, PRI X
D, ko b= AERAPHERT D
ZENBHD,

ra =R

£
[11.1.1 /]
[ REvil e EAIDOIERZBETT 5 Z ENARBND /T R+ U U HERD

bHHDOT, AHFIOMREZRED
LAEINE0RANZHETS D
REEBELTRETSHZ L,

ABAFEERICL D EEZ BN
60

TRLvFI o AT RLUTY
Ve

IO OFEA (FRICiESH) &
OfFRIc LY, ODImAEER (i
JE ESAE) BHEmRTHZ LN H
HDT, KFIJK R 16 DFEHA|
OHELZHET HHREEELT
BHIHZ L,

AFNE /T R+ U U HED
ANALEEREZ AT 5120, Of
Hizkv, 7 RuvF U AEHMR
BT D5 Enb D,

MAEE A & OFEGRO B OEA|
ONT 7 Urh o LE

FHIEHZHERT 22 0 b
HDT, REIKZRZ D DIEA
OHEZEH&ET 572 EERELT
BHETDHZ L,

AFNTMAEE A & ORBEAENE
Wiz, ERICE Y . AFIE )
T AU 5 0 HFH o> I, o 3l B RE
ERFTHZERH S,

HH LA [7) 203 B 5 9 5 KA
IEEMPUEMIHAl, 7=/ F
TUVRER, SRR O
B, TAEY VEOIEATE
A4 RRPEEA, Vv 77
N BRIV 3
[9.1.10 B#]

A 23R 35 2 &3 5
DT, AEIZOZ N5 DOIEE|D
RAEZWET DR EER L TH
545 &,

SNRI, SSRI & =i & DAL D
PR XY HfEm 2 EE R4
HEEZLBND,

Bl

(

1. &8lEFA

WROBEWERDR O b D ZENHLOT, BEEZ 7TV, RENBOONTEAIC
BTG U T, B, RIS 57 Lot LB 2175 Z &,

Zik. &

1) EXGEIER & DHER

1.1 EXGEIMEA

HlLAE

SN EE N

NN

AN L E T

11.1.2 BEERSE BHEAH)

.11 20 b= UEREE (BEERH)
BEEL. T, T, REA, EfE. [ERE. SR,
NHLDLNDLZENDH D, Bu b= EMAIEE ORI 2 rIEEMEA R < 72
Lz, FRCHERETHZ L, BENROONIEA IR GE I L, KBHE, Kofieso
EHERLEITHEE R MEEZTTO Z &, [10.2 B ]

AT =X A A
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(CPK) RSO RFDTD SN SFAITIT, BE &I L, (RAEL, A5y oy mm
FASHEAREAAT ) &, Fio. AV 0EVREND BREOE TAZbN, AEIE
WCEDZLEDRHLOTHEET DI &,
1.1.3 HHRALE S FBEASBEIREE (SIADH) (S FH)
EF Y Y AU, EEBELE, RO b Y Y AHREEORN, SRR, 0,

NI AIIE G2 IE L, KOBIROGIRE#EY 2LEEZITH Z L, [9.8 B
11.1.4 =S (0. 1%AK0) . L8 BEEARR)
11.1.5 BFFHEEEREE (0. 1%AT) . FF2¢ (HEAE) . |E (BERH)

AST, ALT, y-GTP, #E VLB U %D LA &2 MF 9 ITHREEE . TR, HENDHODILD Z &N

HD, [8.5, 9.3.2, 16.6.2 ]
11.1.6 EISEIERGEIEEE (Stevens—Johnson FEIEEE) (B AH)
N7 T7HI7453F—RIE BHEARH)

WEOR R, e M TR, SERRBE ALY T T 74 TX ISR H HbND I ERD D,
11.1.8 BMEY Y—+t (BEEARH) [8.6, 9.1.2 &H]
11.1.9 BRREA (BEEEARH)

JERD S GoN T HAICIT G2 IR L, GREZFEHET 570 LR 0EEZITH 2 &,

(2) ZD D EIER
1.2 ZOHOEIEHA
FRFE N\ B 5%LL 1~ %A i 1%A BHEAREA
HIB. T O P, HR| AR B R R
M OE™ 2 WIS I VA
Pz % i 2%
gy B ETY ., R,
EHIER )
AR (24.3%) ., B9, [RHR, B < B|H O, BEE, K[, A— P X258
HEN F. LUK, @, RS |, g, BEREE,
RH, VRIERS [ BEROMNBIEIR, R | REL Y . SRR
. . o (EE L S\WBE, R0, BT
FFEHREER ). BERE— o & F[REE, BnReE, T
% MERRBGR, B | E R R RENE BERE
PO SRR, | B I
1. R R
L (22.4%), BAKEER . WEM. QPSR IR, E U |HEES . TEMEEL R
— R, 8 (12.8%) | [E MR, 8|4, WASE AP (EEZA NN
R (12.4%), FHI[E AR, Wik (L EIOPNI TS
RE., B&
o R A AR, |, kR
B FR, B
e g AR, s R E, RS
£ B PEAEENR, A
AST R5-. ALT k
H. y-GTP L&,
JHF Mk weyarerrk
5. Al-P F&.
LDH b5
i ~NEZ B E R, | B (BEIR H
ARIMERGRA . ~~ MEBHME) , 3k
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9.

7 Uy MEA . SR
il
o W, BRI, | R
B - AR W\F_U\%&%
HEPR A 8 PEMgRE R E (A RRE|Z IR, PARRHIEIR.
wLOGDREBESE . EhE R ER
FEESE) . PERMES,
WAPR 2 * mHr7LrryF=r_Fr
A TH AR . BUN E&-. #HIR,
BT T I/
L7 F = BR
R E
EiLEE, RU Zh Y T AR [FRIREEREIR . K
. VY FESF, F U AU, R
P WMarzsyro— HRHIE, m7 e 2
Vv bEE RFE 7 FUAmSE, g
H 5 Ry WNITE:
I, REBD [RE, mE, B,
Z DAt O 0. CK|MEIRE, MadR. /i,
(CPK) k5 SIS
) ERAS b GAIII B 2 PIET D 2 b,

R ERRICRITTE

BIE STV

10. BERE

11.

13. BERE

13.1 IR

WM I T, AHI 3000mg 2 2 2 (BAIDUIMA & OOFH) BwERGPREINTVWD, @
BERGIC K DB R OER MR, ik, o b= B, BE, mH, SikCTh o7z,
13.2 &

Fr A Al T S TV, BRENTIG U T, IEMEIRR G5O 2 0E 21770 5 2 &,
AANIDAEERRE VO T, WmHEFIR, MEHE, IS E 0 BRI TIERY,

BALDOEE

14 #HLEDEE

14.1 EXZFEFOZE
(BLFIFE)

1411mP¢ EDOFEFNL PTP > — M bV L CTIRAHT A2 LK 58T 52 &, PTP o — bk
fRiz o WA ER S EIE R AT L, EICIEEILE B Z U CHERRIAR S O =i 2 5 0HE
%ﬁ%?é;kﬂ%éo

14.1.2 AFNIEIRZ W 2R TRIFTH L HEET 52 L,

14.1.3 BisMEa—T 4 7 &L TWD T2, 7 ELONEYL 0D SELEWTZD . o5
L7 L2WTIRHT 2 L2852 &, BEPBIIALETHY, HBRTRETLZEN
»H 5,

(0D &)

14.1.4 RFNTEFDO LoV THERZRESE2 EAET 5720, K LTIRHAETH S, £i2,
KTIRHATDHZ LB TE S,

14.1.5 AFNIE-EEORETIH, KR LTRASEZRN &
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12. ZOOFEE
() BREREAISE D < 1H#R

15,1 BREREERAICE D < 1FH

16,11 WA CTHRME S N7 K D ORMEREFEFORMREZ AT OEEZNR L Lo, ARlzEE
BoBi o SEIOEM T 7 ARk REEARRBR OBEHRERICH VT, 24 U TOBETIE, B
EXLABRERDOFEHD Y X7 B DA G TT T v AL L TaEd o7, 7238, 25 %
ULEOBEIZE T 5HRSESHEEMOREIRO Y 27 O EFIFFEO b4, 65 il Lzl
TIEFOY 2703 Uiz, [6.1, 8.1, 8.2, 8.3, 8.4, 9.1.5, 9.1.6 ]

15.1.2 FiT 50 mklh b2 /I Fhis S Mg O FRHAICB O T, @RI e h=FR A
HIRFEA KR O ZBRIL D DAl BLehl ) SR G SNIZBE T, BHhOV AR ERLEZL
DHREDRD D,

(2) JEFRPREABRICE D < 1HHR
REI LTV
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JERRPREABR B9 4 1EH

I ER

(1) AR
VI S FEEICBE T 2T | OHEZM

(2 REMFEHR
LR L

(3) E Do FEEHER
REERR L

SR

(1) BER 5 H R
AR L

(2) REHREEEHER
BEERR L

(3) A EHHEHER
LR L

(4) B A TR ELER
REERR L

(5) MR B
AR L

(6) AT RIB S ER
BREERR L

() Z DD ¥R
LB L
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X. EEMNEEICEYT HIEH

1. RHERXS
WA FanktF a7 e 20mg WA KIS AFEEERY
FanXwFon T s0mg (WA BIEE LHEERLY
TandtF 0D EE 20mg [HTR) BISE, 7RIS
Fam¥tF oD bE3omg TBA) BISE, WTEEARY
M) R ERS OIS L RS 2 L
HRRSY « 7 2 1 R F IR S

2. A
AR« 3 4

3. AFRETOITA
HIR AT

4. WV EDFEE

20. RV EDEE
(0D #&>
A LRREE TR Z BT TRAFT 2 2 & (MEREIC X VR T2 bnizizd),

V. 6. WAIDOSFESRM: PSRBT 2LZEN] DEHEM,

5. BEMRITEH
BEMEELTA R HY
<FOoOLBY : HY
Z DD BETEM -
< EfERCET &M >
IR T B

T anXtFr BRG] O TEHEDIRIE
cTanxtFr TBE) © EMEEFE
cTanxtFr WG © [ERMEREEE

BT ER
s T andbF o TR 205 SV TR D IT~
* 1 BEPRIPERRRRIEE (R O FHR . MRMEFRIRAE LS CF O B . IBVERERE IS 5 PR . ZTEMEBIEIE 1 9 7

(TXT. 2. =DM OEEE R DOIESH)

W

I ] (T A EE A O T=HIC
ZIE | WZxPT AmIEE A D7z
IR ST A EIEFH O HIC

\
N

g,
?
{\/

5

(58
(58
Iz

IR
Y

6. F—m% - RZhE
SeREEIRA - YA LV F T T L 20mg + 30mg

7. EffSEREFAH
AR L
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8.

10.

11.

12.

13.

HERTADFABRVARE S, EMELENRHFEFEAE. RERBEAR

I

ongd BUERREARRAEH B KR 5 HAfh AL AE A A H WRSEBR AR EEH H
FanxkFras
1 20mg T 2021 %2 H 15 H 30300AMX00129000 202146 H 18 A 2021427 H 27 H
FanxkFras
1 Somg T 2021 %2 H 15 H 30300AMX00130000 202146 H 18 A 2021427 H 27 H
7r:1‘ji?ﬁ235;f(n)£% 2021452 A 15 H 30300AMX00131000 2021426 7 18 H 202149 A 10 A

20mg [HHYE ]

= TFo o0
7anXET OG0 F2H15H 30300AMX00132000 202146 H 18 H 202149 A 10 A

30mg [BHIA)

MRERIFREMN, RERUVAEEEENFOFABRUVEOAE

e -
fiptt]

BB DT ARS (2021 425 A 19 H A&
EIRAEICFE 9 90 . AT IEBIETE A 5 I

BEERRE. BIEBERAXRFAEBRUVEZORE

A LR

BEAEHME

FE L

IREAMGIRICE Y 518K
AL, B (50T BRSBTS HIRITED bR Tz,

LHEa—FK
. JEAE Tl SR AT R BIEHRG T —F ~ Lt 7 FERALH
5754 7 ﬁ{é;}éniﬁﬁ E A1) 2= 3K i A HOT (9 K7) &5 e e -
WHER ST — R Y] 2— 1) AT Afla— R
FanxkFrhS
. 1179052M1162 1179052M1162 128633501 622863301
L 20mg [HHIA] § !
FTaunxkFo b
, 1179052M2169 1179052M2169 128634201 622863401
L 30mg TEATR ]
FauXxkvF 0D EE
7anx fij 5 1179052F3034 1179052F3034 128638001 622863801
20mg THAE |
—_ ] "k ~ ”r‘-»
7anxtF 0D g 1179052F4030 1179052F4030 128639701 622863901

30mg [BHIA)

14, RIRIGH LEDEE

AN,

FE L OB IEER S TH D,
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XI. X#k

1. 5B

1)

2)
3)

4)

5)
6)

7)

8)
9)
10)
11)

12)
13)
14)
15)

16)

17)

18)

19)

20)

21)
22)
23)
24)
25)
26)
27)
28)

The use of stems in the selection of International Nonproprietary Names(INN) for
pharmaceutical substances 2018 (Stem Book 2018) (World Health Organization)
MNEE : FaadtF b S 20me (G OREMICET G OndE:xE) [D002736]
FENEE : T ardeF o7 20mg THVE] OWEGBRICE T 286 (RE. WA R UORIC
%9 B EMERER) [D002785])
FENEERL . T auXeTF o7 20mg THE)] O ZREERE#OZEMEICEET 28k (PTP
TEE R R Z a8 DL EMERER) [D002786]
FENEEL : T anXeF o H L 30mg TG OZEMICET 28R (niEsEr) [D002737])
FENEEL . T anXeF o7 30mg BTG OWERERICE T 286 GRE., WERUSEIC
%952 EERER) [D002787]
FENEERL : T anX T oL 30mg TG O ZREERE#OZEMEICEET 2 &E (PTP
BEE R R T a3 81T D ZEMERER) [D002788]
FENEEL : T 2 m X F 2 0D §E 20mg [BIVE) OZEMEICET 28R (ndiEtER) [D002738]
FENEEL . T2 mXEF 2 0D 8 20mg THIVE) OZEMEICET 28R (BEMMARFRER) [D002739]
HNEE : Taa$tF o 0D EE 20mg (BRG] OO EMEIZBIT 2EE [D002799)
FNEER: T2 XEeF 0D 8 20mg [BHIR) OT7 VI —HEZOLEMNRICET &8
[D002801]

FENEEL : 7 2 m T 0D §E 30mg [HIVG) OREVEICET 2 &k (datER) [D002740]
FNERL: T amXE'F 0D 6 30mg THVG ] OREMIZET HER (BRI ER) [D002741]
HWNEE : TaaXtF o 0D EE 30mg [HHIG ) OO EMEIZBT 5 EE [D002800]
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Hig RN
KEOYSsrE | 8.1 Pregnancy
(2021 £ 7 H) Risk Summary

Data from a postmarketing retrospective cohort study indicate that use of
duloxetine in the month before delivery may be associated with an increased risk
of postpartum hemorrhage. Data from published literature and from a postmarketing
retrospective cohort study have not identified a clear drug—associated risk of
major birth defects or other adverse developmental outcomes. There are risks
associated with untreated depression and fibromyalgia in pregnancy, and with
exposure to SNRIs and SSRIs, including CYMBALTA, during pregnancy

In rats and rabbits treated with duloxetine during the period of organogenesis

fetal weights were decreased but there was no evidence of developmental effects
at doses up to 3 and 6 times, respectively, the maximum recommended human dose
(MRHD) of 120 mg/day given to adolescents on a mg/m? basis. When duloxetine was
administered orally to pregnant rats throughout gestation and lactation, pup
weights at birth and pup survival to 1 day postpartum were decreased at a dose
2 times the MRHD given to adolescents on a mg/m? basis. At this dose, pup behaviors
consistent with increased reactivity, such as increased startle response to noise
and decreased habituation of locomotor activity were observed. Post-weaning

growth was not adversely affected

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 clinically

recognized pregnancies is 2 to 4% and 15 to 20%, respectively.
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KEOYFT SrE Clinical Considerations
(2021 427 ) Disease-associated Maternal and/or Embryo/Fetal Risk
(3 %) Women who discontinue antidepressants during pregnancy are more likely to

experience a relapse of major depression than women who continue antidepressants.
This finding is from a prospective, longitudinal study that followed 201 pregnant
women with a history of major depressive disorder 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.

Pregnant women with fibromyalgia are at increased risk for adverse maternal and
infant outcomes including preterm premature rupture of membranes, preterm birth,
small for gestational age, intrauterine growth restriction, placental

disruption, and venous thrombosis. It is not known if these adverse maternal and
fetal outcomes are a direct result of fibromyalgia or other comorbid factors.

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

Fetal/Neonatal Adverse Reaction

Neonates exposed to CYMBALTA and other SNRIs or SSRIs late in the 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 findings are consistent
with either a direct toxic effect of the SNRIs or SSRIs, 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

Data from a postmarketing retrospective claims—based cohort study found an
increased risk for postpartum hemorrhage among 955 pregnant women exposed to
duloxetine in the last month of pregnancy compared to 4, 128, 460 unexposed
pregnant women (adjusted relative risk: 1.53; 95% CI: 1.08-2.18). The same study
did not find a clinically meaningful increase in the risk for major birth defects
in the comparison of 2532 women exposed to duloxetine in the first trimester of
pregnancy to 1, 284, 827 unexposed women after adjusting for several confounders.
Methodologic limitations include possible residual confounding,
misclassification of exposure and outcomes, lack of direct measures of disease
severity, and lack of information about alcohol use, nutrition, and
over—the—counter medication exposures.

Animal Data
In animal reproduction studies, duloxetine has been shown to have adverse effects
on embryo/fetal and postnatal development.

When duloxetine was administered orally to pregnant rats and rabbits during the
period of organogenesis, there was no evidence of malformations or developmental
variations at doses up to 45 mg/kg/day [3 and 6 times, respectively, the MRHD
of 120 mg/day given to adolescents on a mg/m® basis]. However, fetal weights were
decreased at this dose, with a no—effect dose of 10 mg/kg/day (approximately equal
to the MRHD in rats and 2 times the MRHD in rabbits).
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When duloxetine was administered orally to pregnant rats throughout gestation
and lactation, the survival of pups to 1 day postpartum and pup body weights at
birth and during the lactation period were decreased at a dose of 30 mg/kg/day
(2 times the MRHD given to adolescents on a mg/m? basis); the no—effect dose was
10 mg/kg/day. Furthermore, behaviors consistent with increased reactivity, such
as increased startle response to noise and decreased habituation of locomotor
activity, were observed in pups following maternal exposure to 30 mg/kg/day.
Post-weaning growth and reproductive performance of the progeny were not affected
adversely by maternal duloxetine treatment.

8.2 Lactation

Risk Summary

Data from published literature report the presence of duloxetine in human milk
There are reports of sedation, poor feeding, and poor weight gain in infants
exposed to duloxetine through breast milk. There are no data on the effect of
duloxetine on milk production.

The developmental and health benefits of breastfeeding should be considered along
with the mother’ s clinical need for CYMBALTA and any potential adverse effects
on the breastfed child from CYMBALTA or from the underlying maternal condition.
Clinical Considerations

Infants exposed to CYMBALTA should be monitored for sedation, poor feeding and
poor weight gain.

Data

Disposition of CYMBALTA was studied in 6 lactating women who were at least 12
weeks postpartum and had elected to wean their infants. The women were given 40
mg of CYMBALTA twice daily for 3.5 days. The peak concentration measured in breast
milk occurred at a median of 3 hours after the dose. The amount of CYMBALTA in
breast milk was approximately 7 mcg/day while on that dose; the estimated daily
infant dose was approximately 2 mcg/kg/day, which is less than 1% of the maternal
dose. The presence of CYMBALTA metabolites in breast milk was not examined

A=A+ Z VT DO S

The Australian categories for prescribing medicines in pregnancy B3*

2% OB

FA—A FZ U T D5¥E (The Australian categories for prescribing medicines in pregnancy)

B3 : Drugs which have been taken by only a limited number of pregnant women and women of

childbearing age, without an increase in the frequency of malformation or other direct

or indirect harmful effects on the human fetus having been observed. Studies in animals

have shown evidence of an increased occurrence of fetal damage, the significance of

which is considered uncertain in humans

Sehttps://www. tga. gov. au/products/medicines/find-information—about-medicine/prescribing-medicines—pregnancy-database
(20235 H 16 H 727 & XR)
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KE O G CE 8.4 Pediatric Use
(2021 4E 7 H) The safety and effectiveness of CYMBALTA have been established for treatment of

generalized anxiety disorder (GAD) in patients 7 to 17 years of age and for
treatment of juvenile fibromyalgia syndrome in patients 13 to 17 years of age.
The safety and effectiveness of CYMBALTA have not been established in pediatric
patients with major depressive disorder (MDD), diabetic peripheral neuropathic
pain, or chronic musculoskeletal pain.

Antidepressants increased the risk of suicidal thoughts and behavior in pediatric
patients. Monitor all pediatric patients being treated with antidepressants for
clinical worsening and emergence of suicidal thoughts and behaviors, especially
during the initial few months of treatment, or at times of dosage changes. Perform
regular monitoring of weight and growth in pediatric patients treated with
CYMBALTA.

Generalized Anxiety Disorder

Use of CYMBALTA for the treatment of GAD in patients 7 to 17 years of age is supported
by one 10-week, placebo—controlled trial (GAD-6). The study included 272 pediatric
patients with GAD of which 47% were 7 to 11 years of age (53% were 12 to 17 years
of age). CYMBALTA demonstrated superiority over placebo as measured by greater
improvement in the Pediatric Anxiety Rating Scale (PARS) for GAD severity score.
The safety and effectiveness of CYMBALTA for the treatment of GAD in pediatric
patients less than 7 years of age have not been established.

Fibromyalgia

Use of CYMBALTA for treatment of fibromyalgia in patients 13 to 17 years of age
is supported by a 13-week placebo—controlled trial in 184 patients with juvenile
fibromyalgia syndrome (Study FM-4). CYMBALTA showed improvement over placebo on
the primary endpoint, change from baseline to end—of—treatment on the Brief Pain
Inventory (BPI) - Modified Short Form: Adolescent Version 24-hour average pain
severity rating

The safety and effectiveness of CYMBALTA for the treatment of fibromyalgia in
patients less than 13 years of age have not been established

Ma jor Depressive Disorder

The safety and effectiveness of CYMBALTA have not been established in pediatric
patients for the treatment of MDD. Efficacy of CYMBALTA was not demonstrated in
two 10-week, placebo—controlled trials with 800 pediatric patients aged 7 to 17
years old with MDD (MDD-6 and MDD-7). Neither CYMBALTA nor an active control
(approved for treatment of pediatric MDD) was superior to placebo

The most frequently observed adverse reactions in the MDD pediatric clinical trials
included nausea, headache, decreased weight, and abdominal pain. Decreased
appetite and weight loss have been observed in association with theuse of SSRIs
and SNRIs.
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KEOYFT SrE Juvenile Animal Toxicology Data
(2021 427 ) Duloxetine administration to young rats from post-natal day 21 (weaning) through
(3 %) post—natal day 90 (adult) resulted in decreased body weights that persisted into

adulthood, but recovered when drug treatment was discontinued; slightly delayed
(~1.5 days) sexual maturation in females, without any effect on fertility; and
a delay in learning a complex task in adulthood, which was not observed after drug
treatment was discontinued. These effects were observed at the high dose of 45
mg/kg/day (2 times the MRHD, for a child); the no-effect—level was 20 mg/kg/day
(=1 times the MRHD, for a child).
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