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CYP Cytochrome P450 : F k7 & A P450
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Manual of Mental Disorders.4th edition, Text Revision (DSM-IV-TR &t B DMWY -
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MAO Mono—Amine Oxidase : &/ 7 I U {kfEsR

PTP Press Through Package

RMP Risk Management Plan : [EJEMh U A 7 & FE 2 H|
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SNRI serotonin—noradrenaline reuptake inhibitor : Tm h=> « /L7 KL F VU U FHEVIA
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TEB{E (R EY) 99.46~101. 14* | 99.00~100. 74*
!{\ E% ) \/%ﬂl == =] N =) N
L - FUSRRBEOLPRILE | ol | o IR
% 75%RH PR *1, 2 %1, 2
BN — %2 %2
¥, 1:"2 ;k 87e )=
EU LT MR Ef e {
partl 6 H Koy - 1. 11~1. 25%
wmAAY) | 07 Vst (%) " 1.6~3.07 2.0~3. 2"
300 Z7RV Vi (%) 90.9~107. 12 | 90.8~102. 87
TEB{E (R EY) 99.46~101. 14* | 99.49~100. 09*
!{‘ E% ) \/#ﬂl =) ¥ =) J
FUSRER LPRIEIR ) ki | ERmAGRE
PR *1, 2 *1, 2
BN — %2 %2
¥, 1:"2 ;k (\ )=
HY T L ERER %ﬁ&%ﬁ _
e 6 KA - 1.60~1.95
(gAAY) | °7 FERHIE (%)™ 1. 6~3.0" 1.7~3.5"
500 m7 RV Vi (%) 90.9~107. 12 | 95.9~109. 47
TEB{E (R EY) 99.46~101. 14* | 99.20~100. 20*
;,‘ §% \u“ y, '\_‘AE/ =) N =) N
PURRER LRI mmok | R
L RPE
¥ Xy vy IRRFRAM, BT 4 DEEEAORBFRED 7 EAH, NEWILAGOER,
*2 0 AFID TS K ORER 7L (IS LT,
*3 B E OWIMMAED v, AF O THE R OB L] ICREA Tho 7,
w4 o FRERSAE - SRR, IEHIRBRE 1K,

*5 :

857 50 [Alfs, 120 53
RS - RN R B A, VA HRBRES 298, 1543 100 [EIFE, 90 4y



FaOXtEF oA T 20mg TBEE ) - SrELHER O

LEME | RAF b (e B GES
[N *1, 2 *1, 2
o W RER faaE *2 *2
%@%éx’m A (%) * 2.1~3.1% 2.8~3.3%
M (%)™ 96. 1~101. 4™ 94. 2~104. 2**
40°C 3 A TE &8k R R E %) 98. 88~99. 64 98. 93~99. 82*
R 9 PR *1, 2 *¥1, 2
L W RER e *2 *2
%@%éxﬁ EHE (%) * 2.1~3.1% 2.4~3.5%
A (%) 96. 1~101. 4* 96. 1~101. 5%
TE '8k R R E %) 08.88~99. 64* | 99.50~100. 65*
PR *1, 2 *1, 2
W RER e *2 *5
60°C | #B6aH T 2 M (%)% 2.0~2.5% 7.1~8. 7%
" IR D% wge 34 A W (%) * 90. 9~104. 3* 97.8~103. 3%
ok TE &8k R R E %) 99. 46~100.12** | 98.03~98. 41*
i TR SRy e ; e ;
W PUSRELEPMER | emmri | R
[N *1, 2 *1, 2
ISR faaE *2 *7
. e M (%)% 2.0~2.5% 4.7~6. 4%
30
0°C | BET T o g VA M (%)™ 90.9~104. 32 | 94.9~104. 1
75%€RH FEEE
TEB{E (R &%) 99. 46~100. 12** | 99. 60~100. 45
HIPERRER i e ; e .
PURRER LRI mok | R
PR *1, 2 *1, 2
W RER faaE *2 *7
(56%@% 120 J5 EHE (%) * 2.0~2. 5% 2.3~3.1%
e, g | ¥ v TV BAEC) lux-hr VI (%)™ 90.9~104.3% | 94.5~103. 7%
QNS (950 ) TEB{E (R EY) 99. 46~100. 12** | 99.24~100. 55*

MUEERABR L7 R

2>

T BRI AR

T BRI AR

k1 F v v IRYPRAC, BT 4 BMEAGBORER RS 7 A, NAEYITA GO,

*2 0 ARF| D THUE R OB ICEE LT,

*3 : RERSGA: - N RVEE, EHEREREE 1R, 54 50 [El#E, 120 4

w4 0 BRI« R SR 7 ME, W HRUBREES 2 . 303 100 [\IER, 90 43

x5 SR E OINBRD biv, AF O TR ORBR L] ICREE Th o7,
%6 1 FRIFIYZR LA-DFED b D, HENTH -7z,
*7  FH B I IBAAGIT L0 RERFROISIIN L7228, N Th o7z,




FaAxtFoh T 20mg TBRE] : FTEERER (DDF) ¥

ZEME | RAF e T < IS
[N *1, 2 *1, 2
W RER faaE *2 *2
50°C WM (%)% 2.0~2.5% 2.0~2. 6%
7500y | PTPE%E | 621 VA HIPE (%) 90.9~104.3" | 98.2~103. 2"
EEE IR TEY) 99. 46~100. 12** | 98. 77~100. 09*
PUSHELEFMER | emmri | R
[N *1, 2 *1, 2
W RRER faaE *2 *2
i VS HE (%) % 2.0~2. 5% 2. 3~2.6"
=% PTP % VRHME (%) ™ 90. 9~104. 3% 89. 2~96. 3%
iy TEBE (R &%) 99. 46~100. 12** | 99. 10~100. 00*
Looptux o7 | PUERROCEREE | pmaoem | ommmkis
B, R Lux-hr VEIR *1. 2 x1. 2
fﬁ@ @’é (l'f@50 E‘) — Al
o W SR faaE *2 *2
T;;’;%Aj;ﬁ VS HIE (%) 2.0~2. 5% 1.9~2. 9%
(WARHIA D) P (%) ™ 90.9~104. 3" 89.2~101.8"
500 51 7L EmE IR EY) 99.46~100. 12" | 99.13~99. 79*
FUSRER CPIIEIR ) ki | ERmAGR

k1 F Y v IRYPRAC, BT 4 BHEACORERALRME D 7w Hl, NEDITA GO

*2 0 ARF|D THUE K ORI ICEE LT,

*3 0 BRBRARAE /N BVTE, WEHIBRBRES 1. f34) 50 [#5, 120 4y

4 0 BRI - R SR 7y MIE, T HRUBREES 2 . 500 100 [\IER, 90 43

PTP @35 (FaJEA 0. 28mm) K OV T wEE % W7 IR (40°C, T5%RH, 6 # H) OfR, T anm
FEF o H T 20mg THHIE) (X 3EMEETH DL Z EBHIIShTE,
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FaOXtEF ATt 30mg TBEE] : MMRFAR Y

ZEM | RAE e T - AR
[N *1, 2 *1, 2
A — P *2 *2
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 B
RN —
ISR faaE *2 *2
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
) — %2 %2
M EERE Y P )isid
Y EF L R iién’v%%ﬁ _
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 R /;t; BE _
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
- RBEE

k1 F v v IRRHEHAC, BT 4 BMEAGORER RS 7 A, NAEYITA GO,

*2 0 ARF|D TR K ORI IC#EE LT,

*3  FiEWE ORI v, AFNO TR K ORI E ICRES Th-o 7,
4 0 GRERIRAT 1 X ROVIE, TEHIEURGS 1K,

*5 0 GBRIRAT - MR SR A VA BB 2 R,

5y 50 [ElfR, 120 43
4y 100 [E#5, 90 4y

_11_



FaOXtEFoh T 30mg TBEE ) - TrELER ©

e - - it
A R mewe | B A A T T
PR *1, 2 *1, 2
o MIEEER FERE *2 *2
%égéx’m RN (%)% 2.1~3.1% 3.0~3. 7%
TRHPE (%)™ 91.1~102. 2% 94. 8~100. 7%
_40C 3 A EEE IR TEY) 99. 65~100. 20 | 100. 05~100. 58"
R & PR 1, 2 1, 2
o MIEERER R *2 *2
%@%éxﬁ RN (%)% 2.1~3.1% 2.5~2.9%
TRHME (%)™ 91.1~102. 2* 95. 6~102. 6*
TE BE PR R %) 99. 65~100. 20" | 100. 07~101. 42*
PR *1, 2 *1, 2
MEEER FERmE *2 *b
60°C | #B6aH T 2 ?ﬁﬂj@(%)*g 2.0~3.0% 7.2~9. 2%
- W) % B 3w A 14‘?&/@("/1) - 90. 5~103. 9* 96.0~103. 7
i ERTE G EoR i %) 101. 20~101. 41" | 99.46~100. 11*
A PUSRELEPMER | emmri | R
PR *1, 2 *1, 2
MR i E *2 *7
s0C | Bens 2 TRHPE (%) * 2.0~3.0% 4.4~7.3%
759%RH B 6 H PR (%)™ 90. 5~103. 9* 90. 9~102. 6™
E ik R %) 101. 20~101. 41* | 100. 71~101. 46*
PURRER LRI mok | R
PR *1, 2 *1, 2
HIEERER e *2 *7
(56%@% i 120 5 RN (%)% 2.0~3. 0% 2.6~3.0%
e, g | ¥ v TV BAEC) lux-hr VI (%)™ 90.5~103.9” | 94.1~101. 1"
R kS (950 ) E ik R %) 101. 20~101. 41*2 | 99. 65~100. 72*

MUEERABR L7 R

2>

T BRI AR

T BRI AR

k1 F v v IRRHEHAC, BT 4 BMEAGORER RS 7 A, NAEYITA GO,

*2 0 ARF| D THUE R OB ICEE LT,

*3 : RERSGA: - N RVEE, EHEREREE 1R, 54 50 [El#E, 120 4

w4 AWBRSA:  [HER SR v ME, IEHEBRES 2 .

47 100 [Al#5, 90 4y

x5 SR E OINBRD biv, AF O TR ORBR L] ICREE Th o7,
%6 1 FRIFIYZR LA-DFED b D, HENTH -7z,
*7  FH B I IBAAGIT L0 RERFROISIIN L7228, N Th o7z,

_12_




FaOXtEF AT 30mg THEE ] - SEERER (DD=) 7

ZEME | RAF b (e < IS
wm | oaepe | PPPE g Gl BRI R T
[N *1, 2 *1, 2
MIEEER FERE *2 %2
50°C WM (%)% 2.0~3.0% 3. 6~4. 3%
7500y | PTPE%E | 621 VA HIPE (%) 90.5~103.9% | 95.8~101. 7%
EEE IR TEY) 101. 20~101. 41* | 100. 23~101. 87*
PUSHELEFMER | emmri | R
[N *1, 2 *1, 2
MEEER FERE *2 %2
i VS HE (%) % 2.0~3. 0" 2.6~3. 2"
=% PTP %% Vs (%)™ 90. 5~103. 9 90. 4~99. 8"
iy TEBE (R &%) 101. 20~101. 41* | 99. 75~100. 88*
Looptux o7 | PUERROCEREE | pmaoem | ommmkis
] Lux- hr YEIR 1 2 1 2
fﬁ@ @’é (l'f@50 E‘) —~ M >
o MEERER FERE *2 %2
T;;Z;%Jj% WM (%) 2.0~3. 0% 2.92~3. 3%
@;@ggﬁu/\ﬁ B HE (%)™ 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

k1 F v v IRRHEHAC, BT 4 BMEAGORER RS 7 A, NAEYITA GO,

*2 0 ARF| D THUE R OB ICEE LT,

*3 0 BRBRARAE /N BVTE, WEHIBRBRES 1. f34) 50 [#5, 120 4y

w4 AWBRSAT:  [HER SR v ME, IEHEBRES 2 .

4y 100 [A#5, 90 4y

PTP @35 (FaJEA 0. 28mm) K OV T wEE % W7 IR (40°C, T5%RH, 6 # H) OfR, T anm
FEF o H T 30mg TG (X 3EMEETH DL Z EBHIIShTE,

_13_




Ta1AXEF2 0D 20mg MBAAL : MERERY, RHAREHRR
fﬁ‘:‘lﬁ {%ﬁ A {%ﬁ = f‘f\%%
é ﬁ %14: 17%??%’/&» ,ﬂ\;ﬂﬁzﬁ ﬁgﬁIﬁ E é %F}lﬁﬁéﬂ%ﬂ? é %%TH#
IE2IN *1, 2 *1, 2
LK — %
T * *
MR JEBME)
PTE/j/lxiﬁ% 6 5 Koy 1.78~2.03* 1. 60~1. 74%
(FZEFAIAD ) BREEM: (7)) 14. 84~18. 30* 12.15~15. 27*
WHME (1) (%) ** 1.0~1.9% 1.1~2.2%
M (2) 20 4y 58. 0~84. 1* 59. 9~83. 3*
- (%) ** 45 4y 81. 5~95. 4 84. 1~98. 4"
i 40°C JE L G 2o %) 100. 06~102. 16" | 99.30~102. 60*
=P 0,
% 75%0RH JERTS *1. 2 *1. 2
AN —
& 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%
B (2) 20 4y 58. 0~84. 1* 58.9~77. 2%
(%) ** 45 4y 81.5~95, 4* 84. 1~94. 7%
EEEGHETREY%) 100. 06~102. 16** | 99. 00~101. 55™
[T *1, 2 *1, 2
AN —
SR PR * *2 6
MR JEBME)
PTE/DTJI/*I%% 24 % A KAy 1. 78~2.03* 1.71~1.87*
FZEAIND ) B (FD) 14, 84~18. 302 | 14, 271~15. 95"
WEHPE (1) (%) ** 1.0~1.9% 1.0~2. 2%
) M (2) 20 4y 58. 0~84. 1* 57.4~179. 3*
E (%) *° 45 %y 81.5~95, 4* 84. 0~96. 8*
fﬁ 25°C E L R R %) 100. 06~102. 16* | 99. 72~101. 47*
7 60%RH AR *1, 2 *1, 2
Rk
v B4 » w2, 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%
M (2) 20 4y 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*
¥ EDREEBOMEEA T HHABRDORIETH T,
*2 1 AHNO TR R ORRERTE] ICEE Lz,
*3 ¢ AANOAGRHREERF O [HU& L OFBR 51k IS A L7z,
#4 0 PRERGAE 1 S Bk, WAHIGRBRES LIk, f84) 100 []6iE, 120 4y
#5 : RS« BIEANZ Sy ME, EEHEREREE 2 ¥R, 34y 100 [HHE, 20 45 4y
*6 : BUAIS) M EEYMERBRO 24 @A IXRNETH 5,
a) : MEREFERE R (36 » A F THEIETE)
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FTaAxtF 2 0D 5 20mg MBAE] : =rEEstEs 10
WM | AT e | PRF o i R
s | s | POPE g PRI BRI R T
s *1, 2 x1, 2
WE N) (B5) 53~65 53~66
AAEEME (7)) 14.59~17. 61* 13.67~14. 65*
wHE (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%
i (%)™ 45 4y 90. 4~95. 4% 88.5~92. 8*
TE L R E %) 101. 40~102. 27* | 100. 29~102. 25*
ISR faaE *2 *2
FUSRUBR JCFSRIER | ki | R RIAR
3 =
A 4181 *¥1, 2 *1, 2
mE ) &5) 53~65 20~25%
AAEEME (7)) 14.59~17. 61* 12. 43~13. 26*
w5 M (1) (%)* 1.2~1.5% 1.8~2.2%
i 25°C | A T AR EHE (2) 20 4y 66. 8~74. 9% 68.5~81. 4%
%ﬁ 75%RH PRk (%)* 45 4y 90. 4~95. 4™ 88. 8~94. 6%
TE '8k R R E %) 101. 40~102. 27** | 102. 35~103. 32*
TR Sy = =
e
s *¥1, 2 *2. 6
HE ) (&%) 53~65 56~64
HREENE (FD) 14.59~17. 61* 16. 18~17. 17*
20001ux e (1) (%)™ 1.2~1.5% 1.5~1.9"
07, | . 120 5 | vk (2) 20 4y 66. 8~74.9* 71.6~78. 3%
%@g STV e | (o) 15 4y 90, 4~95. 472 89. 2~97. 02
TE L R E %) 101. 40~102. 27*% | 99. 36~101. 59*
’(‘ E% ) \/%il P =} P =}
FURHIR BPRIEE ) kit | s sk
¥ EN R EBOAOREERETDHGOEE TH -T2,
%2 0 AA O TRk K OSRBRG1E) ([CH G L,
*3 0 FREBRGAE « /X VA, W HERBREE 1R, 4345 100 [HIH5, 120 43
*4  REREE « BNy ME, RHEBREE 2 1R, 5y 100 [E1#5, 20 47, 45 %)
*5 U 2R T,
*6  EN R EEOOMSE AT OAGORETH Y |

_15_
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FaOX+EF> 0D 5 20mg TBAR] : FiEsRER (D0D=E) 'V

e e . it R
T | % | wews | G A SRERBHIATS IR TG
S8l *¥1, 2 *¥1, 2
HE N) (&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 5, 0 | I (2) 20 4y 66. 8~74. 9% 70. 0~79. 6*2
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 FUSRUER LRSI | mmsokin | R
B PTP a3 ~
% = 48 1, 2 %2, 5
’ wE N) (3% 53~65 53~64
HREEME (BD) 14.59~17. 61* 15. 71~16. 56™
20001ux wHtE (D (%)* 1.2~1.5% 1.2~1.5%
0657./7), 120 77 | gttt (2) 20 4y 66. 8~74.9% 71.8~79. 8%
M£QQ§L lux-hr (%)* 45 %y 90. 4~95. 4% 89. 4~93. 8%
TE BVE R %) 101. 40~102. 27** | 100. 03~101.91*
IR FHla *2 *2
FUSRER EPIIER ) el | RIS
¥ EDRFEBOAOM R ERTIABORETH T,
*2 0 AFIO KL ORER L] Il Lz,
*3 BB - S RLEE, YAIERBRYE 1. 184 100 [El#5, 120 4y
*4 0 BRERGRME B SRy ME BRHEBREE 2 7, 484y 100 [E#5, 20 43 %ﬁ

*5 R EBEOME AT OAGORETHY .,

— Bl f%@@%ﬁ% D7z,

e B 2 IO 7GR (40°C, T5%RH, 6 » H) KR ORMIGRFAE (25°C, 60%RH, 24 % H) @

FEEH. S aua X BT 0D EE 20mg [BHTE)

_16_
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TaHx+EF 2 0D §E30mg MBAA] : MREER 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 ERWE)
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)
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FaO¥xtF > 0D £ 30mg TEAA]

SRR Y

T | % | wews | G PRIH SRERBHIATS 5 IR TG
S8l *¥1, 2 *¥1, 2
HE N) (&5 79~96 77~93
HREEME (BD) 18. 85~20. 64* 16.57~17.51%
mHE (1) (%)* 1.1~1.4% 1.2~1.7%
e T [55?0% *52) zofyi 56. 5~67. 4: 48. 8~170. 1:
TN o 60 43 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*
mHE (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*
E&EE IR TREY) 101. 60~102. 44* | 101. 58~102. 08*
FUSRREOLPRILE | el | R
S8l *1, 2 %2, 7
HE (N) (B5) 79~96 76~98
AEN () 18. 85~20. 64* 19. 62~20. 79*
mHE (1) (%)* 1.1~1.4% 1.4~1.8%
20001ux e N 2 2
e 120 5 fﬁﬁﬁtém 20 4 56. 5~67. 4 42.3~69. 8
e g | YV VBB (%) 60 4y 78.8~91. 9" 84.2~90. 5*
iz mHE (3) (%)* 96. 2~100. 9*2 93.2~99. 4*
E&EE IR TREY) 101. 60~102. 44* | 100. 14~102. 03*
MR FawE *2 *2
FUSRER LPIIER ) ki | ERmAGRE
¥ ENREEAOM AT AT AHAORETH o7,
*2 0 AAFID DR R ORBRGE] [Cle L,
*3 0 BB« N NViE EHERERES 1K, 25 100 [BI#5, 120 47
*4 0 PRERGRE - BN y ME, IRHEBBREE 2 R, 4343 100 [E#5, 20 47, 60 5

*5 : ARBREE

*6 AR THM 27807,

X7 EPREREAOMAZATO2HAORETHY

PSRVEE, ERHIGREREE 2 3.

4y 150 [Bl#R, 45 47

— I RABEBDBER Z DT,
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FTa1O0FXtF2 0D 4 30mg MBAA) : wTEEAER (DD&F) @

ZENME | RAT b A7 - IS
=X %ﬁ: 1%@%’/5@ /ﬂﬁFEﬁ ﬁSﬁIﬁa =55 B A RER I T I
S8l *¥1, 2 *1, 2
mE ) &5) 79~96 68~179
HREENE (FD) 18. 85~20. 64* 18. 03~19. 01*
TwHME Q) (%)* 1.1~1.4% 1.0~1.3%
o5C EHIME (2) 20 4y 56. 5~67. 4™ 52. 0~66. 2*
75%RH 3nH (%)™ 60 7y 78.8~91. 9% 82.9~91.5"
wWHME (3) (%)™ 96. 2~100. 9* 96. 5~102. 2*
TEB{E (R EY) 101. 60~102. 44* | 98.90~100. 56™
MRS FERE %2 %2
e !{\ E% ) \/%/ﬂél > = N o = N
i MR JEFIIER | emmme | RIS
€=
=5 PTP ‘@3
% S8l *¥1, 2 *2. 6
WE N) (B5) 79~96 83~102
AAEEME (7)) 18. 85~20. 64* 20.28~21. 28*
WHME Q) (%)* 1.1~1.4% 1.2~1. 4%
20001ux S L N ~ ) ~ *2
B9, 120 5 g;ﬂjgf éZ) 20 4y 56.5 67.4‘ 60. 2 70.2‘
B lux-hr (%) 60 5 78.8~91. 9" 82.0~89. 2"
LS wWHME (3) (%)™ 96. 2~100. 9* 92. 3~96. 9*
E&EE IR TREY) 101. 60~102. 44* | 98. 47~100. 47*
MR e *2 *2
!{\ E% ) \/%/ﬂél > = N o = N
FUSRER LPIIER ) el | ERIUURE
¥ EN R EBOAOREEETAHGOEE TH - T,
%2 ARHNOD THRE R ORBR G5 ) Sl a Lz,
*3 1 RIRAME ¢ /S RV, VEHGRERES 1 e, 4843 100 IR, 120 4)
*4  FRERSGAE  BHE NSRS v ME, EHEEREE 2 Wk, M4 100 [BIEE, 20 43, 60 47

*b BRI - N NVIE, TR 2 W, 59 150 [BIEA, 45 43
%6 EPREBOORREZATOHAORETH Y, —HITKBEDORERZRBOT,

AERLEL 2 W7 EERER (40°C, 75%RH, 6 » H) ROEMIRFRER (25°C. 60%RH, 24 % H) ®
MR, TauXtT 2 0D 30mg [BHVE] X 3FEMEETH D Z ERHERI I NT-,
REERUVBHBEBEOREN

PAROSA

fthFl & DEEEIL (MEIEFHIZEIL)

YL

T

<EHZEENZB T B[R >

FaaXxtFrH TN 20mg [HIE] 19

(%38 SRS D EWFI RIS VERBR T A R T A > ) TE BN 72 28 0 B RIA O £ 9 70 RS E R
HARTA ] (K% 2442 A 29 HEEEAI 0229 58 10 5—FFKIE B 1, 2)

AR KOSk
REBA . T amX T H T 20mg BT
EYERLE) . T2 m Xt F o h 7L 30mg [HITA)
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g 2" CIPYBAN IS Kk
BRI 900 mL
PRI 37+0.5° C
Ef= 100 [A[ii 100 [\lfiE (@) . 50 AR (®)
OpH1. 2 (F R¥EHFEREE 1K) L . PR
SR @pli6. 0 (20 7= M lvaine DEHIED) E%ﬁj(%ﬁﬁﬁfgiggggg)
@QpH6. 8 (H JF¥ HFEREE 2 k) )
R EIEK 12y

R YERLA K OFRBR AN PR OFER, S FLiE 4543 50 [RIE &% OMiE4y 75 BRI IS W Tty L D JERHBIC

RFN DAY PHERE T D2 BRRBER SN T2 72D, FHE ARy ME 343 100 B TIT 5 72,

i AL e
[ElHE N2 Ty M
BRI
g BB
B o (1) P (@) fHx DFHE
ERAERLAN 23 30 Sy EAPNIC 1) 85% LA
AT T
FUE & U7 sRBRR I 351 TR
7l > T Y 50% (23 L 72 L
b BRI LE S LT SRR
kB AV HA =R EYS § N .
B 1/ e | B DP9 A5 0%
| OpliL2 SnE sl s T, RedE | L oS PEED PAELIE
100 ElfE | (UGS 100 | O VAR EERA o P | ) PEEERAE BOE L
EE6ORIIC B 57, Ttz | | BT Co S ISNORAEEAS
B 61 D ETh D, 7272 L, B e
T S LT BRERRF I 15 TR
DL 10%LL T OWE . #
T S U BRI T A L,
BRI O T R D T 00
BRI K & 6% DRI b 5
6. 0 BLERIATL 30 4y DINICFH) 85%5)
(‘Igy)fl'Mcﬂvaine DHERR) L LRV e
il AR S 85% L L& 2% | 1 SRR
55 b AT 400 | LD S PO P
100 Wi RO B5% %72 2 Wi o | 1O DMBERZ Db DI 12
®pHi6. 8 A i s s moes | TEH LELLT T, £26% Ofib 4k
(PRt 210 | < PR AID PIBIET R | 5 2 b osim
’ FOD TRV R +10% ORI 5 5 °
. XIE £2 BB OiEE 50 LLETH
%,
IR RVIE
. W
e i
i () PR (2) % DRt
AL 30 5y DI P 8595
FEHL WG E
E - 2 TN AEY
i35 | @phe.0 5k o R | SETD S S BRAT Al
100 [l | Glbi-Nellvaine DR | 40% B X 85% T DI i7e 2 W | o0 0 I E A

WZRBW T, REBRELA O SE PR HH =R A
FEEAERLF O S5V H 2. £10% D
PHIZ 3 D7, XU £2 BIE O E T 50

ULThHs,

AR 1L T, +=25% D FiFH %8
ZHHDNRIRN,
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[EIE 77

1|

BRI

I I

(1) P

(2) fill 2 OF R

®pH6. 0
0. 01mol /L Y HAHERRERR)

28 R AS 30 43 LAPNIZ 2] 85% LA
B LARWES

HLE SR BREEEIC oV O v
BN O SRR A 50% L1 E 85%
WIZEE L7\ & & | EHERIFIDRE S
= RBR IR 3 1T 5 i H R
D 1/2 OVHEHERZ R0 Y e
B, R ORE SRR
WL BRBR LA O SRR HY SR DM HE
HUE 0O SR H 3 = 8% D HIH IC &
B, XIE £2 B o fEss 55 UL ET
b5,

FEEHERLA D SEX PR RS 50% LA |
WL 85%ICEL RV X, R
BN O S HIYE H ER £ 12% O HiH %
B2 5bO0n 12 @% 1 LT T,
F20%DFHEHZ D H DA77,

XGRS

PR A & FEERA O F N, 2 TORBREMITIB W T [EEN R 58 0 EERA O A7)
RIS A T4 2 ) OREHEOHEERBEEZF- L2 & o, mMANIEMFICRETH D
LRI T,

[BlfiZ N R4 M E/ 5y 100 [B]#E

120 4
100 -

80 -

() EE 3

40

20 4

OM 0

[BfiZ /N R4 M E/ 5y 100 [B]#E
120 -
100 -

80

() B EE

40 +

20

0

60 -

60 -

0 30 60
BF (53)

AEEO pHL. 2

120 4
100
80 -

60

() EE 3

40

20

[BlER 27y i/ 53 100 [Aldx

ABRIEO pli6. 0

90 120 0

ABRIEQ) pHb. 8
—
65 |
% |

60 -

() EE

40

20

0

N R/ B4y 100 [Elds

T T T |
30 60 90 120

B (59)
AHBRIE@ pli6. 0

0 30

0 30 60
BF i (43)

T |
90 120
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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 TanxtFohTt)L20mg 8381 OBEEHCE LIRSS
(HEBREAN R RERFIOFIBHEDLE)

£ TaOXtFoh T 20mg TEHE] DAHEEIZHITSREH
GGRERRLKI B V2RI B DT ¥ A 0 ELE)

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 EHEUET, P20, 21 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 7971 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
% o FNENORBRSEMICB T 2 EHEUET, P20, 21 25 (n=12)
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<IaHiZEE

R L FELE>
FaoaxtvF 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 [\l 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 FNENORBREIMICI T DHERLEIL, P23 2B W (n=12)
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FandkF oD EE20mg [BE] ¥

[ 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
IZBWTAR Y B VOERIICHF O RREY B HEFE T 2 BN R SNz, BiGANX 7y ME 84 100

[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 ot T 0D EE20mg TBHIE))
O AEHERE] (FA 2L H 7L 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 TNENORBREMITI T D EFELEIL, P25 251
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Fanm¥tF L oD EE30mg [HIE) ¥
(%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 JEaHESRES 2 %) /100 [AHL
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 9 ) | (4 /804 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 TNENORBREMITH T D EFELEIL, P27 25
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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 7FEAL (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) BEDOME

TanafxtF 7L 20mg, 30mg [HAVE]

PTP 71 VAL

PTP o— bk : AUk =L, T I=T A AN NP PR N e =B S P
N R:R) el Fyrv R
A R NRoyFr Ry F L

O RV =F L
FYL R L

N R
F 2 Xt F 0D EE 20mg, 30mg [HIIA]
PTP A1 VAL
PIP>—h: RYFab’Ly, 7AI=0 A ARhv:R)zFL o
ra—:RJV=FLy, TALI=UA R AV N R = B il P
P4 I Ny Ry FL v

FEOWY RV =F L
TV R e L
S

1. BlERESNLIEMEE

A% LR

12. it
A LR
_29_



BRICEET SEB

MEEX IR
O35 2% - 5 DIKEE
OTREEICHSERE
FEPRIR I HRES
RMERIRIE
12 4R R IE
ZE R EAE

PEER (I RICEET HFE

N

5. 3hEE - HIRICEEET HFE

(Zhee@)

51 519 SHOEEIZEY | 24 UL TOBE T, BESE., AREEXOY 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, REOBLOESEEEIHWT 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,

AERUVAE

() AZERUVHAEDMEER
(3298 - > DR, WIRFEEHBESICHESER)
HHEL, AT ilﬁ1@%ﬁ% TanXtkEFr & L TAmg #0875, #5111 H 20mg
TRt L, 1ML EORIEZ257CT1 HHEE LT 20mg T oHET 5,
BB, IRAR+TDGAEIZIE, 1 H60mg ETHETAHZ ENTES,
(GRMEHBEICHE S ER. BHEEREICH S ER. ERMEMEIZH S ER)
WEL.ORACIZLH LEEE%, TauaXtF e LT 60mg 2R O#%E5T 5, #51%1 H 20mg
KVBRKAL, 1EMLLEORMEAEZTC1 HAELE LT 20mg T2 ET 5,

Q) AERVHEEDERTERE - 1B
BRI L
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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. BRIRALKE

MERT—2/1\vH5r—2
BA=RSANA

(2) R PR IR
LR L

(3) FIE RISERAER
AR L

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

2) REMHER
U E R L

(5) B - HHEBIHER
AR L

(6) BERIfE
1) HRAKERE (—RERARERE. BEFEABERE. FRAKELERRAT). HERTEERT
—AR—RFE. HERFTRERABOAR
ML

2) RRBEHELTERTFENOANERIEER LI-AE - HBROBR
A LR

(7) Z itk
BA=RSANA
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EEHE(ICEY DIEHE

ERZPHICEEH HILEMRITLEWEE O
twu b= VT LT U CBIRYIABEER : ST V7T IR, N T T 7 R R
EE  BEEO S LB OIRE - REIL, BHORMNIELZSRT D L,

EEFH

() YERERL - 1ERMERE 2V

SNRI THHT 2 F v F UEHBEIZ, ko h=0 2 L7 RLF U oW G2ETS, iy, H
B, ZNENOENLTORIHEIFEL T SNRI (kv k= AEEME#RmE s /v T KLU EEE
PG 2 et &8 %, SSRI OEH & [RAE, B u k= OF#ADMHEL 5-HT,, & 5-HT,, H &K D
EMALEFE TS, ZOERIL. Zhbotn b= AEEEEH OZBRENRBIESN D £ T, 24T
477 4= KRNy IFIZE Y ' = EEMEMRMEEZEEZW ST, £L T, YT ATEALEE
0 k= YRR T A% 5-HT AR LA EAER N ATRE & 72 B,

(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 4F 2 A 29 HEEAFAIE 0229 4 10 I 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 LT30mg), BEEMRAS ISR HERERR O &5 I R% R
A8 05 U CIiE R A LIRIRE 2 JE U, 55N 723 mERE XF X —4& (AUC, Cmax) (22U
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)
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& mg h7tIL EYBE/NSA—2 (BRAEAN. HEEEERS)

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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FauF¥tF o 0D EE 20mg [HE] 2

(%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)
FauXtFr 0D EE 20mg [BIE] VA NN EH TN 20mg &, 72 AF—_"—{EIZ Ly #
NENLIEXT LI AT BN (FaaxdtF b LT 20mg), HEMRAEFICHARRRO&RS X
BHRBEERE AR L TP REERREZRE L, GO 7EYERE ST X —% (AUC, Cmax)
(2D T 90%E R X ENEIS THEGHIEIT 21T o 7o R, W s log (0.80) ~log (1.25) DHiPHN
ThO ., TNENEHOEM LR EENHER I N, 2B, Ta2aXEF 2 0D 20mg [HIR)
EA SNV E T TV 20mg 1R, KBV KUUKR LTHRE LT,

O B kg BL[E]$ 5-
(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 OMFP T 1 OF+F VREHE (BEERERS. 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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& 20mg0D f& MBS A —4 (BEMA. REEEERS)

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 &f 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 ONE AUC, Cmax ZEDOSRMEHRE ST A — & 1%, BEBRE OFRIR ., (R OBLEEIR « R
DRBREFIFC L > TRRD RN S 5.

QR HRE G

(ng/mL)

FEREL KD b BREE

30 -

N
(]
L

N
o
L

==O==H A 218LE 5 T4 )L20mg

—o— T aaFtF U 0DEE20mg TBAA ]

(FHERERE. n=31)

0 12 2 36 48
B5RT (hr)

B 20mg0D S SR DIMIEHR T 2 OF & F VIREH
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(ng/mL)

30 -
25 A
1m
5"
H 20 - 0=t A N LBR A T 20mg
7
a —e— T aO%tF 0D820mg MBEA )
g‘__ 15
+ (FHEZERE. n=31)
?
10 A
&
5 .
0 e T T T !
0 12 24 36 48
EFRE (hr)

20mg0D X SR OMBFR T 2 OX+F VREHR (RERERKES. KAL)

& 20mg0D f8 EMERE/NS A —4 (BEMA. BRERKRS)

VBT A—H BEIRT A—H
W i
A s AUC, Cox T Ty
(ng * hr/mL) (ng/mL) (hr) (hr)
FaaxtF 0D EE
. 31 185. 1598, 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
T:”jﬁ'rtf: 0D fi& 31 186. 70+113. 87 12.69+7. 54 6.7+1.1 10.59+1.76
AL 20mg THHIA)
A | g h7
; -+ + -+ -+
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.

I 4 R FE IR NS AUC, Cmax ZEDIRMJENRE /T A — & 1%, WEBRE ORIR . R OB B A% - FERE
DRBREFIFC L > TRAR DRSS 5.

F au¥tEF L 0D EE 30mg [HE] 2

(%38 = 3R 50 D EW R R T A R T A ) TR AN 57 2 A OB D 7= 8 O A9 1 [R5
PERRBR AT A K7 A > CEAL 24 4 2 A 29 HATSERFEA T 0229 5 10 5—HE BIRK 1, 4)
FaruXEF 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) ., MFEMRASFICHAERRRO®RS X
BHRBEEREARS L TR REERREZRE L, GO 7EYERE ST X —% (AUC, Cmax)
2DV T 90%E R X A THEGHIEIT 21T o 7o R, W s log (0.80) ~log (1.25) DHiPHN
ThY ., TNENEFOEMFNRGEERHER I N, 2B, T=2axtF 2 0D 8 30mg IR
LAV E T T2V 30mg 1R, KDY KUUKR LTHRE LT,
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OHe iR B AP 5
(ng/mL)

30

NS
(4]
L

N
o
1

mmv*wﬁpuﬂﬂﬁa
(S5

--Om=H A LB H THIL30mg
—o— T anaF+F L 0D8E30mg MBAA)

(FfERERE. n=31)

48

10 ; N
5 | 1,
06 ‘ w »
0 12 24 36 48
E:T"fﬁsﬁ (hr)
30mgOD iR 5RFDMBH T OFF UREHRE EEHEEKRES. KkHY)
(ng/mL)
30 -
25
1m
8%
;."_i 20 A =-0=- YA LN B H T4 IL30mgH
ha B
m} —e— 721 O%tF 0D5E30ng MBRA)
S
+ 151
-:;"— (FHE+BERE. n=32)
pd
E 10 - \
s [P TS o
0 T T T
0 12 24 36
BFfE (hr)

30mgOD X 5RO MTR T 2 OF+F ViREHR (MEBHERKES. KGL)
& 30mg0D f8 EMIRE/NT A —4 (BEMA. REHEERS)

HIE ST A—H

BEINT A—H

¥:7K 150mL CTHRA

_38_

. sk
A s AUC, Cox T Ty
(ng * hr/mL) (ng/mL.) (hr) (hr)
R
7 wﬁ;: WFE N 51 | som316450 | 19.66+9.23 59510 | 12.07%2.49
ki mg D)
AR NIV~ g
VA IBT g | sieseeiter | 19,979,660 AT | 11.83%2.16
L 30mg
TaRXLT WG | g | 633612460 | 16,9357, 73 IO | 12.72%1.82
KieL 30mg [HHA]
G T
’ + + + +
D S 32 | 250.50%114.12 |  15.46%6.59 5812 | 12.26%1.44
Mean=£S. D.




L3 I ONS AUC, Cmax S50 SMBIRE /<5 A — 4 1%, BRI ORI ORI - B
DRBREFIFIC L > TRRDAHEMN B D,

QOREHEE G

(ng/mL)
30

N
ol
l

--O-=H A N)LB H T+ )L 30mg

N
o
L

—e— T a1 nFtF0D§30ng MBRA]

(FHEEEFE. n=32)

o
I

FFEC O p BB
(&3]

ol
L

0 & ‘ ‘ T ‘
0 12 24 36 48

B (hr)
B 30mgOD fEix ERDMIER T 1 O F VREHRRE (BRERKRE. kHY)

(ng/mL)
30 -

25

20 + ==Om=H A NL B 5 T+ )L30mgH¥

—o— F 10X+ F 0D830mg TBRA]

(CEHELRERE. n=31)

FFEC WO p L BYSE
>

0 2 24 36 48
B8 (hr)

B 30mgOD fEix ERDMIER T 1 O F VREHRR (BRERKRE. KL)
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= 30mg0D T EMEEE/NT A —4F (BERA. BRERKRES)
HE/ T A—H BEINTG A—H
N W
ﬁ% ﬁ” ;& AUC‘L CITBX Tmax TI/Z
(ng * hr/mL) (ng/mL) (hr) (hr)
7aaX T 0 32 310.26+178.03 | 19.37+10.64 6.4-1.4 11.65+2. 17
K&V 30mg [HHIR)
W A ST 32 983. 33+ 153. 50 18.9049. 90 7.249.1 11.31%2.01
/L 30mg
FauXtF o 0D EE
\ 31 979. 17+ 143. 60 16.94+8. 55 6.9+1.6 11.61+2. 36
Kzl 30mg TBHE]
A | g2 h
; + + + +
T Some 31 982, 174132, 08 18.5247. 77 6.61.7 11,7842, 03
/K 150mL Tk A Mean=S. D.

I HE PR EENE TNT AUC, Cmax SEDFMENRE/ N T A — K3, HBRE DI,

DRBRFIFC L o TRRD MRS 5.

(3) ezt
LB L

4 BE - HHEEOEE
[VIL. 7. fH BEAE ) DOIESPR,

BYLRERII/NT A—4

(1) BT A&
M ER L

(2) AR B
LB L

Q) HEEEEH
FandtF L h TN 30mg (B 2

Kel: 0.06438+0.01516 (hr') (ffaf B |[a#5-F)
0.06577%0. 00973 (hr'") (A1 H[EF )

FanaxtF L oD EE 20mg [HIG) 2

Kel: 0.061739+0.012720 (hr!) (GEaRHEHRGE, KkHY)
0.055067+0.010799 (hr") (iR HRIEGRE, K72 L)
0.06672720. 008332 (hr'!) (RFZHREIHEGR, KHV)
0.06727120.011694 (hr'!) (RFZHRBEIFGRE, K72 L)

FanaxtF L 0D EE 30mg [HIG) 29

Kel: 0.059513%+0.010778 (hr'!) ((aRHEHRGE, KkH DY)
0.055483+0. 007256 (hr™") (iR HEIEEGRE, K72 L)
0.06131420. 010558 (hr'!) (RFZHREIFEGR, KH V)
0.06206120.012179 (hr'!) (RZHRBEIFGRE, K22 L)

WHYTFUR
LB L
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) R HBE
M E R L

(6) Z Dt
REERR L

3. BfKH (REaL—3V) @

(1) A Ak
AR L

Q) INT A=A EEHER
M ER L

4 . IR
sk L

5. 9%

(1) % — RREIPT A
AR L

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

Q) EiA~DFBITH

VL. 6. (6) 3w OIEZBM,
) FERA~ADFBITHE
B R L

(B) Z DM DB~ DFEITIE
M ER L

(6) MRERHEH
flERERR N 2552 & L7 HilEl e OB 5 BRIC BT D ex vivo DIMIER Al & 3 2 JE L7RER,
9T~ TH -7z, MEFITMBEFT 2 v X F REIKFAET, KERGICE2ZITRD 5
nieinot- 25, 26, 27)O
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10.

11.

e

(1) R EHERL R AR R B
AR L

Q)R- ET LEEFR CYPEH) OHrFiE. FEFR
ARFNORBHTITE L U CETESE CYP1A2 23B89 5- L. CYP2D6 & &5 LT\ 5,

() MEBBHEOERRVZOHE
LB L

B REYDEEOEERVEMSL., FELSE
M ER L

Bt
DR L

S U RR—A2—IZBET B1EH

AR L
B EICK DBREE
AR L

HENDERZATHOEE

i

fEREE B & BEEIEE I BE (% 6 1) LOMTT 2 X tF 2 10mg &% H B O 5RO Y
BREA i L7 & & mInE ICB W TTIIERImE IR THRERZTR D b -2 OO, Cmax
3 135, AUC IR L6 fFIcE R TR R L, T, 130 1.6 fFICIER T D& R Lz 2,

Z Dt
AR L
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Z&e EALOIESF) (CEYSHIER

AR EZDERH
IhTuniagn

T
S.Qm
= DR

H22RNBRETNDER

2.2 (ROBHEIZIEHBRELAEWNI L)

2.1 RANO KSR UBBUE OB D & % B3

2.2 £/ 7 I UWAbEESE (MAO) FHEAR (BLX VU UHEME, VXU A VR, 7 03
R AR ZH5 95 5 I35 F k% 2 BRELDINOBEE [10.1 ZH]

2.3 EEOIKEREEDH - HBE [9.3.1 ]

2.4 HEOBMEREOH HEE [9.2.1, 16.6.1 ]

2.5 2y b — AV ARROMAEBARNEDO BE UERPELATLIZENH D, ]

MAEXIFRICEET X &£ TDEH
(V. 2 DRE A BT 51k E ) A BT 5 L,

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

EELGERWIEL ZTDER

8. EELRERNEER
(GhEEHE)

8.1 9 DJERZETHEFIIMHESENDHY ., ARENOBZENRH LD T, ZO L5 REEIX
B 5B RHN ONC 5 B AT T A RICITERE ORBR OWNEOZ b2 EER BT 5 2
Lo TeBL DO - D DIRIELISNCARRI DS & 72 DIRBIZENWTH ARENOBZENRH Y |
EBIZHIDMH - I DREEEIFALHDLOT, ZOXIREBFICHLERRS BB LN LK
H5925z2&, [5.1. 8.2, 8.3, 8.4, 9.1.5, 9.1.6, 15.1.1 ]

8.2 N4, M, BUE. N=v ZRME AR, SRR, R, BCEM, mEIE, T AU TS
FEEhASE, B, BURSERHObND Z MBS TS, T2, KEBRIEIHG T
L2V, 2D OFEWR - TEN 2K L7IERNIZ IV T, SR RO R ER O B T B &
. BN, ETAPREIN TS, BEORERWREOELZEERSBIZT L L
EBHIT, TNDDOEROBEENREINT-HEICE, REEZHEE T, ha &L, FIk
T 5 C WU E AT 2L, [5.1, 8.1, 83, 8.4, 9.1.5, 9.1.6, 9.1.7, 9.1.8, 15.1.1
Z ]

8.3 HEAHMTOWMERMAZFiI <D, BEABMBIED 55 BEIZASTT H55121E, LESO
WA A R/RICE D2, [6.1, 8.1, 8.2, 8.4, 9.1.5, 9.1.6, 15.1.1 &M]

8.4 FIEHICHASES ARMMN, WA, BB, GRS OITEIOZ (b & OEBER B o Rt
FEROEALR S DD U A7 HZOWTHaB 24T\, Ehl & BEICEEZRD S5 X9
WHEd 522, [5.1, 8.1, 8.2, 83, 9.1.5, 9.1.6, 9.1.7, 9.1.8, 15. 1.1 ]

8.5 IFEEENH LD Z b5 DT, MEMHEMRA (AST, ALT, y-GTP KUME U L
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EU) ZATH L L bIC, BREOIEREZFSICEET S Z L, [9.3.2, 11.1.5, 16.6.2 BH]

8.6 LoaE, MEER, BiEZ Y —ERxHobNDZ EnHH0T, #E. ME - IRFEEK
EEAWEL, HBECIYEET S L, [9.1.2, 11.1.8 ]

8.7TIRA, ®EWENKEZLHZ ENHHDT, HEVHEOHEEEMEIRA MF 5 WA BIET 28121
FoAEEEELHZ L, . BEIC. INALOERE AR L-SEIE E B H o E S R A ok
IR OBEICHEE Lk 5, fRET DL,

8.8 HAHIL (RO L) 2k b, K2, B s, FEtoEn, 8ER (X =
v IR B ETe) . B, BOLOHREND bbb Z R REIITWD, &E52H1ET
LSBT, BROFILZRET, BEOREBEZBE L 2D LML IIHET D Z &,
(FERBHEHEESICH S ER)

8.9 ARANZ L HIERITFREE T S RHERIETH H Z b FERBOIRFEZ 0 TITS 2
ko

8.10 AHFIDOF 512 X 0 fpfE L5 - HbAle BHS, BERBLE(LT S22 L8 H 0T, MbPEHED
MRS A MEICBIET D L & bIo, MBS U THERBIGEEROHBERMES 2175 2 &,
(EMEFREICESER. ERMEMEICRESER

8. 11 AANZ X DIRFITIRINEE T S HEFIETH D Z 0D EIRORIKRN HAULEXE DIRE
ZOFETITV, EFRIEDANOFIEL BB T H 2 L, 2, BEOREZ OB L, &K
BEREBEH LN &,

6. BENDERZHI HPEEHICHT IR

() EHE - BEEZFOHLHESE

9.1 &6HE - MEEZEOHLEE
9.1.1 BINIRBXESFHREHED H D EE

T R U I AREERICE VIERNET D2 035 5,
9.1.2 BMEXIINVEENDHDEE

AFNF GRICHEYIC 2 he— v L, EHICE - RIS ZRE T2 2 & DA,
e EH, &imEs )V —EnbobildZ &b 5, [8.6, 11.1.8 ]
9.1.3 HFHNEXIIRANETTENDHSESE

JERDNEALT D2 0D D,
9.1.4 BEDO7IIL3—)LERE

FFBEE RSB LT 2 ATREMER B 5, [10.2 B ]
9.1.5 BRIEEXIERECROBEFNHIEE. BRSEDHDIESE

HRSE, BEEMAbLLbNLZ b5, [6.1, 8.1, 8.2, 8.3, 8.4, 9.1.6, 15.1.1 &
il
9.1.6 BS>DOREE

Brfis, AREMAL LA ZENH D, [6.1, 8.1, 8.2, 8.3, 8.4, 9.1.5, 15.1.1 M)
9.1.7 OB/ EMEEXIIHMEXFAEDOREDH L EE

FEAER IS 5 2 3D 5, [8.2, 8.4, 9.1.8 ]
9.1.8 BEHFMHASVVHEEELZEIT HESE

FEHER DS 2 Z R H D, [8.2, 8.4, 9.1.7 &)
9.1.9 TALAZDERBEERERIEICNSDBRFEOHLEE

AL T Endb D,
9.1.10 HiMEEOHREEXIFEMMRADH S EE

HIMAE A 2338925 Z L3 d 5, [10.2 B ]
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921%&@%%%EE®56$%

Beh Lz &, RFIOMPEEN EFT5Z 08305, [2.4, 16.6.1 &H]
.22 BEMLIEENDTHEEENDHIEE

AR OMTHEEN LRI L2 E08H 5,

Q) FFeElEE RS

9.3 ,ﬁﬁéﬁbﬂﬁ%%%
9&1%§®H%AEE®%6$%

Beh Lz &, FFEEEEENE(L T 203D, o, I EENMERE L, Ao f 4
%Eﬁiﬁﬁé_&ﬂ%éomSﬁﬁj
932FF#6¢%F®H% EEEOHLEE

JFHEREFEE N AL T 2 2 3D D, 7o, WRFEBWINLER L, AAOMHIREN EAT5 2
&#%50B5\ML&1662§%]

D ENEReZHT 5F
REI LTV

(5) 1E47

9.5 1%
ﬂﬁx&&%trwéTAﬁm&éﬁr’ %%L@ﬁﬁﬁﬁﬁ@%%i@é&%méhk
WCDORFEET 5 &, RRIC SWISWI%&ﬁéMtﬁ@ﬂm?Ltﬁé BT,
Ah%ﬁ@ﬁﬁ\@w@%\% %%%zgkﬁé\%%r%&m%@fh#mﬁﬁﬁ_&%
bl OREN S D, BRFTRE LTk, kEE, 77 /7 —8, EER, FIE, SR
P WELRESE . MR-, (RMBERE, ERRIK T, SERRILE, AT, B, ‘'K ox 5
M, FHGMEDON X NHME S TWD

OF:ER5

9.6 ZELIF
BREEOERELOBAREORREZZE L, BAOME TP IEzBmiNdTd2L, v b
KOt P TTHHHFABITTDZ EnHEINTWD, [16.3.1 ]

(DR

9.7 /NR
M C NG ST T~17 B DK D DFERE DSM-IV-TR*IZB T 5 55%H) BFExg e Lo
7 AR KR O BB I w1ﬁﬂ$@%af%ﬁﬂotk®ﬁiﬂ%éIﬂz%%]
3¢ : DSM-IV-TR : American Psychiatric Association CKEMEMIESL) @ Diagnostic and
Statistical Manual of Mental Disorders. 4th edition, Text Revision (DSM-IV-TR K5t D
W - HEt =27 )
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(8) &

9.8 EHE

[11.1.3 &H]

COFWVEICI VR AT

3 &)

LD D,

BEOREZBR LN OEEICRGET 52 L, milinE CIIRYOMRMNEELE U, i
NERTHZENnH D, [16.6.
Fo, BREICBONTE, LTFORICEETHZ &,
ART MU U AMAE, FURIRABVE ARG S WSEGERE (STADH) OEMRIENE 2D 2 ENd 5.

MHEEH

10. fAE{ER

AHFIOMRBNTITE L L CTHFRHEESS CYPIA2 23B95- L, CYP2D6 & —#i &5 L T\W\W5, £7-. AH
13 CYP2D6 % B AR IAE T 5,

(W BEREZ L ZNDER
10.1 BtAES (BFALGWLI &)
FEHN 4 & BRI - HiE 1k BEFY - SRR 1
£ 7 I UBEEEE (MA0) BRE|fL OB S SAITTOFHIC X 0 T, R|EIC MAO FREANC K 2wk
i R, s B e, BEEO ST I UREOHIIN L O
LX) R JERB S Bl ORENH D, |9 2>FNCLDE T I UME
(=7E—) MAO BREAI D e b5-% 52 1) 7= BB IR B PEM R E R IR 1T 5 7 2
THXY R VR B 53 A3, D |V ERVAAREICLD &
(7L 1) 2HEMOMRERE, £z, AFINEZBND,
T7 4 RAVVERE 5 MAO BHEHNZEI D B2 % & &1E5
(=277 14F) AMORREEIB< Z &,
[2.2 ]
Q) BERFE L FNDER
10.2 BtRVEE (BEARICEE T H I &)
T4 BRIRIEMR - $51E 1k BEFy - fEBRIE 1
EEY R QT JE R . O = R E IRAFIL. Y FoFcomik
(Torsades de pointes Z&&e) |HIfEHZHEL., MPEEL L
LEOLMEREWENNRBLT 2| H 5B 6N5,
ERHDHOTHEETDHI L,
T a—)b FE RS FRE AR BN VE T 2 8958 | 7 L 20— L AR el £

[9.1.4 W]

TLZENHLDTHEETDZ
Lo Fio, RN E(LT DB
TNRDH D,

Y45, £/-, @BEOT Lo
—VEIEARAF EOPFHIC X
. HERENENT LI ENnD
5

FRRR AR S A
SNEY —VIREE B, v T
PR AE

HAIEHZHERT 20 b
DT, REIJ N5 DA
OHABEZEHET HHREEELT
wHEAHZ L,

i aEeN

AFNTF A == DAL KN

o b= ERHERDH DD

FERLFEEA D MAO BREAEIC LY
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B (AF LT —)

BT H D,

o b= RSB SRS,

TNARFH I = LA R,
vrmrvuexHhr )XW
DAV

[16.7.1 ]

AFIOMAIREN ERIT B L
DD DT, RENOHEZHE
TAHEREFEELTEHRET S Z
L.

ZNHOHA|D CYPIA2 FHEE
XY, AF O EREN E
ATH5Zen3H5,

AEE T NREY I LEDOHEH
Wk, KFlomiEr VT o
AN L= DWERD 5,

=BRSSBT oA

7 NUTFU R,
VN TFFY R A 2
7T R

Tz ) FT VLRI A
)T

PUREENRA
TunRTx ) UHEBE, 7L
7 A = REEEE

ZALD DK M R E R F5-
THZLERHLDOT, ZhHD
A O REEZRET 570 EEE
LCTEETHZ L,

AF| D> CYP2D6 PLEMEMIZ LV .
TAUD DO A b5
THZENRD D,

AFl & CYp2De ETHDHT v
TI7IvEDHICEY, TV
FT IO AUC BEMLIZE D
WENRD D,

SRaxtvF o mEERE KT, ¥
= U R KT S
[16.7.1 ]

AFIOMAIREN LRI B L
DD DT, ARFNOMHEZ R E
TAHEREFEELTEHRET S Z
L.

ZNH DA CYP2D6 PHEE
X0, ARFIoifn A EE»N
ATH5ZLn3H5,

AF Lo xvF o LOFERIC
LY., AFlomfEs V7o oA
DD L= DRERD D,

o b= AR
REEY T A, B b= -
ST R U B IAA
FHEEA] (SNRI) MK OV
o k=2 FIY A A FEE A
(SSRI), k7~ F— L i
W, FUTEURIEA L- b
U777 oEa-AL U xR
VY REE
tAa ANV VY (B
heYa—rX-U—}) &4

MEIZED = e % T
HZLlzkvtnm h= U EGER
L' b= AERIC X DIER
NHHLOLNDZENHDHDT,
AF R Rz o OHEE O HE%
WET 5272 EELCEETS
Z &,

AFNTEE b= FHEY AT
FEMZAT 2720, SR X
D, kr b= AEMNERT D
ZENDHD,

s
[11.1.1 /]
[ REvil e EAIDOIERZBETT 5 Z ENARBD /T R+ U U HERD

ra = R

bHHDOT, AHIOMREZRED
LEINE0RANZHETS D

ABAFEERICL D EEZ BN
60

REEBELTEETHZ L,
T RUFU L 2T KU T U 2o O3EA (FRZEHAD &R AL v 7 KLU CFED
g OPFRIC XY . DIEER (AL PREERZ G T 570, §f

JE ERSE) PRI ZENH
HDT, REJ R OFA|
OHBEZEHET HHREEELT
BHIHZ L,

Aizkv, 7 RLvFHU AEHAN
BT E03H 5,

MEE A & OREERO EWEEHA]
I IS ) Ry N

FHIZEHZHERT 22 0 b
HDOT, AFIZOZ 6 OIEA
OHEZEET S22 EERELT
BHETDHZ L,

AFNTMAEE A & OFRBEAENE
Wiz, PERICE Y . AFIE D
AU 5 0 HFH o> I o 3l B EE A
ERFTHZERH S,
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HH LA [ 203 B 5 9 5 KA
FEEBPUEMIFA, 7=/ F
TVVRER, SRR O
B, 7TAEY VEDOIERAT R

A 23R 325 Z &3 5
DT, KFIZRZ N5 DHA|D
RAEZWET DR EET L TH
545 &,

SNRI, SSRI & =i & DFHIE D
PEAIC L 0 W imAE w23 HE TR
HEEZLBND,

A RRRIEA], V77U
N R RN-
[9.1.10 & H]

Bl

11. 8l4EH
RORWERR D b D Z ENHLOT, BEE H3ITATV, RENBO LN EITIE,

3 A
BTG U T, B, ARSI IR 57 Lot LB 2175 Z &,

(D EXLEIMER & DHER

1.1 EXLEIER
11.1.1 20 b= U fEREE (BHEARH)

Rz, fEm BUEE . BEEL. YT, T, RBEN, mimE. B, SR, IS4 7 e—X A AR
BALEENOLDLNDZ ENDDH, Er F=A1EHIEK L ORI 5 AlRetkd s < 72
L, FRCHEBRTDHZ L, BRENROLNEEAICIIHREERIE L, (KnH, KofiesEo
RHEE LY R AEEZTTH Z &, [10.2 S
11.1.2 BHAEEE (BEARP)

FEEN, HEEDHRER. REC ORI, WENRE, SR, MEOLE), RBIT. AmERBIE, yE CK

(CPK) EAFHORFENRD LN HEITIE, HEZRIEL, BWHE, KotiilhEoeyEH L
HIHEY) RN EEITH) &, o, 34T UVREZE D BEECR TRALN, QMBS
WEDZERHLOTHEETDHI &,
11.1.3 MFIRBILE R EE 7 WEIREE (SIADH) (BB AH)

KF Y U AME, REFEEME, JREFT NY U APREORIN, &RK, K8, BEikbEEE
ZE D HiRR AR VT R BEE S UWMEBERE (SIADH) NS5 bZ ENHDH DT, BENED S
NIEGEIIFEREZPIE L, KOBROGIRE#ED2AELZITH Z L, [9.8 ZH]
11.1. 4 =8 (0. %K) . K18 (HEARP)
11.1.5 BFREREREE (0. 1%Aim) . FF& (BEARB) . |E (WEARH)

AST, ALT, v -GTP, M E VU L E L ED LR Z1F D HigRelEE ., X, HERL LD Z &N
H%, [8.5, 9.3.2, 16.6.2 BMH]
11.1.6 REHIZAREIREE (Stevens—Johnson fE{REE) (BEFEAHH)
M7 7F743F—KRi (FERH)

WEUR IR e e M TRIE, SRS EEY T 7 4 TR GRS bbb Z ENh D,
11.1.8 mEY J—€ (BHEAH) [8.6, 9.1.2 &)
11.1.9 fREA GBEEEARH)

JERDN S LN TG/ T G52 L, ERE2 T 572 Cmu e iEs217o = &,

2) znthDEIER

1.2 20D EI{EH

FHEA \BH L 5%LL_F 1~ %Y L%ATRS B AN
WBBCE™ WIB, O FE. SR BEARE R RS LR

_48_



2 Ol I =aEA N
R RE I ¢
e |TBEURR FTY ., FEEL, FEZE
EHIER Bk, bR
fHHR (24.3%) ., 8B, | RIR, B L BB O, B, KM, A— T X L8R
HEW F, LU, |r@Ess, EIREE |, Bk, MEiREEE,
PRER, VRIERS  |BEMRSMEEER . R L D . R R SRR,
" , B S (BE 2 5|8, By, BT
TR 1) BRE— o &k,
2. PERRIEOR . B | N B E A
PO BEREAE ., MR | 2L
5. R
O (22.4%) . BERMEE R, WM. (O NZE, iR, B IB[HEESS ., YRR
- ﬂ%&D%Uwaﬁﬁ@ﬁ@\@%\%ﬁKR@ OB, e RS, 58
R (12.4%) . FHIES AR, ¥k PREBER K 2%
AR, BR
s Hg R, IR, (BE, Rk
B T, Hm
g B, HEAR. RS2 E)E, R
£ E5H PEAREENR, KAf
AST B4, ALT
H. vy —-GTP L&,
JHF Mk weyarey bk
5. Al-P E&-
LDH k5
ANEZ B R | B (BEIR L,
i ARIMLERE A ~~ b EIBH ), AifmEk
70y M, S|
ik
R R, RO . | ER
5 - BHR Wi, AT 0. W
PR R 2 PEMSRE S E (ARRE|ZIR. PARRHIELR .
wLOGDRREE . ZhE R
B | HEREE,
WAPRZS - mfr7vr7rF=rF
AL TH AR 5. BUN k&, #JR.
WP TNT )T
LT F =t BE
PRI s D
I, ~UZiF Y v AR R T, K
T VY REH, 7“‘1\ ) WAJEHE\ b}
3 WalL A5 o — HRME, &m7a 7
v B RPE 7 F U ME, @ s
H 1 7PN eF =
BT, RERED, [EIE, WL, BUK,
Z Dt 0. CK|FEIRTE . M. miT,
(CPK) k& Wz Mk

1) SRS Db a3 G2 PIkd 52 &,
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ERERREHRICRITTEER

REI LTV

10. BERE

11.

13. BEESE

13.1 fER

HEAMZ BT, KA 3000mg #8225 (HAIUIMA & OOFH) BERGARESHTWS, @
BEC X A8 R OVER IR, SiE, o b= ERERE. JE, EE, SEIRCTH -7,
13.2 &

BB e R ANIE S TRV, MBS U T, EMEREEZEOBYIREEZIT/ 9 Z &,
AFNIDABRENRKE WO T, WmEIRR., MRER, Hinitd E 0 2R TIERn,

BALOEE

14 BALDIE
141 RRIRFRDEE

(BRI £8E)

1411mP¢ EDOHANL PTP > — MMV H L TIRHT L5 ET 52 &, PTP > — hOfR
friz o WA RS BRI L, EICIXFEILE B 2 U CHERRIAR S O EE 2 5 0HE
%{ﬁ%‘ﬁ“é ZENDD,

14.1.2 AANIERZW AR T CTRET DL OHBETHZ L,

14.1.3 s Ea—T 4 7 %L TWD T2, 7 E2LONEYL 0D SELFEWTZD ., o5
L7 L2WTIRHT 2 L2852 &, BEPBIIALETHY, HBRTRETLZ LN
H5,

(0D £&)

14.1. 4 KHNTEO EICoOW CTHERZIRBE S5 EARET 5720, K2 LTIRHAMTRETHS, 7.
AKTHRHTDH L TX S,

14.1.5 AFNTEEEORETIX, K LTRASERWI &,

12. ZOfOFEE

(DERRFERICE D IER

15 1 nu *1%%'-%0 < 'Iﬁ#&

15. 1.1 ¥ CHEHE SN 7= K D DRERELEOBMIEEEZ AT 2RE 2 G L Lz, AR %2 &8
BoOH D SHIOFEM 7 7 & R RERRBRORGHERICEB VT, 24 MU TFOBETIE, BEE
BOABREROBEOV AT BHL D SFIBEERETT 72 RBEE I L CTE o T, 728, 25 %
U EDBEIZE T2 BRSESCHREROREEO Y 27 O ERIFFEO 6T, 65 mll Lickn
TIEFOV 27 3 L=, [5.1, 8.1, 8.2, 8.3, 84, 9.1.5, 9.1.6 &/H]

15.1.2 =12 50 #klh B A3 FM S s OE FA IS VT, BT r F = FED A
HPLEFEAI L R =B R/G0 D SFE Bl o SHl &G SN BET, oV 27BN EH LI L
DOWENH 5,

(2) FERRERFABRICE D < R
HIESH TV
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JERRPREABR B9 4 1EH

I ER

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

(2) REHFBRHER
AR L

(3) Z DD IR
AR L
SRR

() EEHR 5 H R
LR L

(2) RIEHR 5 BB
AR L

(3) BB
LR L

(4) B AR ELER
BREERR L

(5) MR B
AR L

(6) A RIS AR
AR L

() Z DD ¥R
LB L
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X. EEMNEEICEYT HIEH

1. RERX5
WA FanktF a7 e 20mg WA KIS AFEEERY
Fan¥wF T 30mg (WA B, W EERSD
FanuXtF 0D b 20mg [HIME)  BISE, A0S
Fan XL F L 0D s0mg (MG BIEE. QEERMY
VE) VEE —EM% O L AT ok
HRSY + 7 2 mtF AR B

2. A
AN 3 MRS RAE 20R) (MR I 5 )

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. WA DS TS FICB T 2LENE) ODHSM

5. BEMRITEH
BEMERLTAR DY
<THOLEY : HY
Z DA BT ER
<RMP D U R 7 fF/IMETFBY O 72 DIZ/ERL S o E#f >
ERIEEE T B
cTandtvFr HE] O EHEBEEICE DR T D EE ] D7 9DIz
BEN T E
T andtFr HE] 2007 SIS CRMAD T~
o MEPRIFIEARIR IR E IR O VRN BRAERDRIE IR O VIR B MR AE T A O Y . ATMEBIETE I O R
(MY 4 EERICE L TEMT &R TXIL 2. Z Ot BEE R OIES)

6. E—H7 + EE
HERKESK B A - A L Z 0 H L 20me + 30mg

7. ERRREFAHE
LR 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. WE K USRS
%9 b EMERER) [D002785])
FENEERL . T aaXeTF o7 20mg TG O ZREERE# O EMEICEE T 2&E (PTP
TEE R R Z a1 DL EMERER) [D002786]
FENEERL . T anXeF o h T 30mg TG OZEMEICEET 28R (niEsEr) [D002737])
FENEERL . T anXeF o7 30mg BTG OWERERICE T 286 GRE., WER USRS
%9 D2 EERER) [D002787]
FENEERL . T anX T o h 7 30mg TG O ZREERE#OZEMEICEET 2 &E (PTP
HE R R Z a3 81T D L EMERER) [D002788]
FENERL T 2 m X F 2 0D §E 20mg [BIVG) OZEMEICET 28R (ndiEtER) [D002738]
FENEEL . T2 mX'T 2 0D 8 20mg THIVE) OZEMEICET 28R (BEMMRFRER) [D002739]
HNEE : FTaa$tF o 0D EE 20mg (B OE/AEDZEMEIZBIT 5EE [D002799)
FENEER: T2 XEeTF 0D 8 20mg [BHIR) OT7 VI o —HEZOLEMNRICET 5 &6
[D002801]

FENEEL : 7 2 m T 0D §E 30mg [HIVG) OREVEICET 28k (IdatER) [D002740]
FENERL: T 2 X 8T 0D 6 30mg THVG ] OREMIZET HER (BIRAFHER) [D002741]
HWNEE : FTaaXtF o 0D EE 30mg [HHIG ) OEAMEOZEMEIZBT 5EE [D002800]
FENEER . TaaxET 2 0D 8 30mg [HIVG] OT VI B r—BEk 0L EMEICBT 5 &k
[D002802]

FHNER : T aunXteF o7 20mg TBG] OB (EWErFE SRR 2ET 2%
El [D002742]

FHNER: T aaXteF o7 30mg THIR] OB EWErFESEERER) T8
El [D002743])

FEWNEEL . T2 m X 2T 0D §E 20mg [BNE] OFEHME (B rrRSEHERER) (B4 2& 8
[D002743]

FERNEE : Faa Xt F 0D §E 30mg [BATE] DIEHME (EWriRSEraRER) (2B4 2 &k
[D002745])

AN FEIE M E > 27 L <https://shinryohoshu. mhlw. go. jp/shinryohoshu/yakuzaiMenu/ >
(2021/12/24 7 7 & R)

Ty K=y« X< o 3PECE> 812 i E)IESS - 2013

FENERL: T2t F o h 7L 30mg [HHIR] OAWFRIRSEERERICEE 9 2 &k [D002746]
FEWNEEL . T2 r X 2T 0D §E 20mg THIE] Q&Y REISEMHERBRICE T 5 &k [D002747]
FENEEL . T2 r X 2T 0D §E 30mg [HINE] D&Y T EISEMERERICET 5 &k [D002748]
RGBT IE D - BRARKSPRSEEE. 2009 5 12 @ 1411-1426

EAEI L 1 - ERAREREEEE. 2009 ;5 12 : 1439-1454

ERERA L IE D> - BRI ARZEEL. 2009 ; 12 : 1455-1481

FHEEFRIE D> - BRAREMZEEE. 2009 ; 12 : 1499-1515

2. TDHDSE
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=4 R 784
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F) EEMBIZOWTIL, T4 By RABEMED R WEENRFR LTV 5,

2. B E T HEBKRIIEER
IR BT D MEAME SR (FDA, A — X 5 U 7435H)
ANz DM EoER 9.5 ifhm) 19.6 &Fw) OHEOFHEIILL FO@EY TH Y | K FDA,
A=A NZ VT BAEITERD,

9. REDNEREHIHBEICHTHIR

9.5 114w

PRI SUTIEIR LT D ATEEME D & 2 LRI IE, IR O A IRMENERIE 2 ERl 5 &l S e
(ZDOHFES D T L IEIRARMIT SNRI, SSRI 25 S 7o ethns e LB RICHs VT ARz
HIMOIE R, MR, BERELLELE T 5, BEBUER & RIEROIERSHEERICH b bl L
DWENDH D, BIKRFTRE LT, FFREEA, 77/ —8, Ik, BIE, RRMEREE, iyl
F MR, CEBEAE, FRERORIKE . ARV, ROHTUHE, IREk, Ko SN, Frsetto
MNERHE SN TND,

9.6 7R

EEEOGIEER ORAREOAWEMEEZE L, RO UIPIEEREdT2522 8, 7y PED
t F CHHFP~BITT D EnNE SN TWS, [16.3.1 2]

[N TRE
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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KEOYFT SrE When duloxetine was administered orally to pregnhant rats throughout gestation
(2021 427 ) and lactation, the survival of pups to 1 day postpartum and pup body weights at
(3 %) 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

F—A T VT DA SR
The Australian categories for prescribing medicines in pregnancy B3 (202144 A)

2E OB
A —A FZ U7 D4FE (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
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3¢ :DSM-TV-TR:American Psychiatric Association CKENGFHIESSL) @ Diagnostic and Statistical
Manual of Mental Disorders.4th edition, Text Revision (DSM-IV-TR }5MIEBOZW « Hidt~=

=7 V)
GES RN
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)

H[E D SmPC
(20204E 6 A)

Use in Children and Adolescents Under 18 Years of Age

Cymbalta should not be used in the treatment of children and adolescents under
the age of 18 years. Suicide-related behaviours (suicide attempts and suicidal
thoughts) and hostility (predominantly aggression, oppositional behaviour, and
anger) were more frequently observed in clinical trials among children and
adolescents treated with antidepressants compared to those treated with placebo
If, based on clinical need, a decision to treat is nevertheless taken, the patient
should be carefully monitored for the appearance of suicidal symptoms. In
addition, long—term safety data in children and adolescents concerning growth
maturation, and cognitive and behavioural development are lacking
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