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IEHVC‘\ ai&/\/k‘%'ﬂﬁ%mu&)tﬁz))Oﬁ_o




4) BEAEREICETEIREMY

(FRBRZAE)

IR - 40°C., #YE, K
W 25°C, 7T5%RH, #t, Bty ¥ —VIicARZH O

o S A

A

¥ 25°C. 60%RH, 3000lx, ¥ —LIZANT v 7 THEELIZLD
. B B *1 ot
RERTH B BHAGIRE
3 & A 3 & A 120 7 Ix * hr
RHEODOEHREAD D Al 7 Al 7 S
G FEE N e L b7 L b7 L
HIK& : 95.0~105.0% 101.9% 101.8% 101.9% 101.0%
s Lt pienL | EEDV L
(HIFEN)
B (5 1E)
90N D | 77N 78N 44N 64N
RREENE HIFEN 27z L Bz L 27z L
Ve FEEN e L e L e L
EEF /Ny HIFEN Bz L Bz L Bz L

*1: 88/ 4.66mmEALEHR)—4.96mm(1 & A) —4.93mm(3 % H)
%2 : TINGRLERE)—36NCRME N, 1 8 H)—44NCREN, 3 A)
) TG BARBESRAIR S « 824 - 0 7B AA O BEISIREE COREMHRBRIEICOWTEER), Tk 114 8 A

20 H] #&ZIZFHMm LT,

(374 3 %E )
FAEETE
O S8 G5 i Vis e
BT
7R e%}g\ 7 AEA 3 % N Eyﬁ N % N 4.
Skt L f{:gg@&{t%\aikhk Bo¥AS 2;2?% 3% ATt ﬁ/;!i AL DY 30% A D SN O
b h i aRE LR E %)% % s A0 ] e
By | BHBR. L. BREE 27 | SRS TR 3% L gr’ig‘;’ék?’%ﬁfui
(RPN | WREOELTH Y kT | T BsEAOSE | DT
LTWBES 7
. g . FREEZE(EDY 30% LA T,
By | BIRELR%E L T % % - \
FEA FEAN 2. 3 5 R
GEEAD | 8. B L p e | PURIESOSE f;g”kgmw*% MBSO S

. REERVBRROREL

BN A




8. fHl L NEEELL (MEILFMEL)
REMBE ) — & DEEEIE Y
IRXRAATSLODEE10mg [ b—"7 ]
L Wapr

9.

(1) HER =
TAHA ST LAODEE 10mg [ b—"7 ) (188) EREMHIHEY — (KEU 1 (BX% 15mL))

ZRA L. BEERZR D DOEILOAEZMHER LT,

2) REFEH

DRAFSRAE - RO AT IR, ERBOE T

RIS

() HAERIEE - ik

T Aeze LT EEAFHAT T 2 RERE

1) sMBL: BAUC TRERD (B, TRIR. TRl LB OAES) (n=1)

2) 1BV B WA (n=1)

3 TE: /K7~ /77— (n=3)

RE SN HHRICES LTV D 2 ERER STV D,

ik HRsHRERE (8 R

BRI
[R5
HIEYE -
PSTA -3

7K 900mL
50rpm

Wik~ 777 4—
30 S DI RN T5% LA Lo & | TiEE & 95,

WiER
e W
SRR H%iﬁffé) B
B AR [RaNIERA 3 IEf %
FRERELA , N
; e M EAOEY —IC ]
" ML | mEEORRAY O | Lo " il
TR ETTT A 5 <J£ou<flﬁﬁ'e 1P FERNEEN TV
OD §& 10mg [ h—1 | (44 80) N1 LE DTN Gk
! Zk (%) | SURIA : 101.6 101.2 99.9
BRATE (%) 100.0 98.7
ptank s
(1) BERUEERAE 01D
TRAH 7T A5A0DEE 10mg [ F—T | K O=ATZa7Z 50D & 20mg [ F—7 | 1%,

10




<& S >

(2) Y FHRIFEHER

IRAOFSLODEIOMg Ik—] 12

TAHA 7T A0D S 10mg [ h—"T | 122\ T, TFIER R 28HNOBMO T DAY
HIRIZEMFRBR H A BT A 2| RO E IR G DAY FRIRI SRR A R T4 ) (W,
Wk 24 42 A 29 B BEEFEARE 0229 55 10 5) (LA, A RTA2) IZ0EV, EHERBREZ1T

ST,

() FRHERAN TS EE Th D,

ARk © pH1.2, pH4.0. pH6.8, 7K
[Eli5%% : 50rpm
RERIK| . =A% a7 F A 0D 10mg [ h—7 |

pH1.2, 50rpm, /X R/Lik

120

100

VR (%)
& = @«
= = =

[ ]
S

PRI (%) = S.D. (n = 12)

® ® o B

—— 7 MR

IE (53)

pH6.8, 50rpm, /X R/Lik

120

100

80

60

5 H (%)

40 f

20

TR HER(%) + S.D. (n=12)

—O— R AL

—@— 1 HERUA

0

RF [ (43)

TR
ABRiE N Bvik

IEAERIA] . LY Y7 abE 10mg

pH4.0, 50rpm, /X R/Lik

120

100

IR (%)
] P (=) o
(=] < (=] (=]

S

120

100

VI 3R (%)

40 t

20 |

0

TEE IR %) £ S.D. (n = 12)

80

60

0 15 30 45
W (53)
7K, 50rpm, -% KL%
SERIER (%) + S.D. (n = 12)
0 15 30 45

5[] (53)

—O— A BRI

—&— B HEALA

—O— ik R

—o— fE ERLH

11



<HESFM>
BRI
EIL g
RER LA

ABREK R RERFN DT BHEOLLR (NFILEK)

N e PR =R (%)
LT BEER | B | fmwe | BREORERME | CHE
(rpm) i (43) HF HF
pH1.2 15 95.8 | 98.7 i
pH4.0 15 93.3 95.3 |15 4y AT ) 85% | 1
>0 pH6.8 15 91.2 | 855 |LhE¥EH b
7K 15 88.8 86.5 ]
(n=12)

FEROFEELY. TRTORBREMETHA T4 OEHZEEOELINEOH EREIHEE L, —
AAa 77 50D 10mg [ h—T | EIEHERER O HAENIFELL L T b il L7z,
WoT. b MIBITAEWFHRENERBRZITV., =2 %2755 0D 8 10mg [ F—7 ] 1%

FRYERGR & DA ER R FIEHERR S Tz,

IRLAOTSL0DE20mg b—] 19

TAH BT T 50D 20mg [ b—T ] IZ2oWT, IEENRLR DO BEFRE O LY R %
MWRRATA KT 4] CFRk 2492 A 29 B SEEFEAR 02294 10 =) (LLTF, A K7 A1)

IZHEV, B B TTOAEMRRRIEENER SN A 275 5 0D § 10mg [ F—U ] AfEuE
K& U CORHBBR 21TV ERRSEEREBR L Uiz, el RBREKI O FEFKEL, &

A RTA4 T AKBEITREYE LTz,

pH1.2, pH4.0. pH6.8, /K
50rpm
T AVH T A0DEE20mg [ h—17 )

pH1.2, 50rpm, /% R/Lik

120 -

100

V(%)

40 r

20 -

0

80 r

60 -

AN %) + SD. (n=12)

s

—0 oA

—o— R HERLA|

0

RE[EI(57)

pH6.8, 50rpm, /X R/Lik

120

100

(%)

40 |

20

0@

80

60

SEEJR (%) £ S.D. (n=12)

—O— BRI

—o— EVERYF|

RERI(53)

Wik . n=12
HERTE - R RLEE
HEAESRUK . = 23 Z a5 5 0D §E 10mg [ F—7 |

pH4.0, 50rpm, /X R/Li%E
THIEHE %) + S.D. (n=12)

120 -

100 —O— Ak BR A

80

60 —o— FEHERLFA]

VAR (%)

40 -

20 -

0

0 15 30 45
I (49)
7K, 50rpm, -% KL%
SRR (%) = S.D. (n=12)
120

100+ —O— WA
80 f

60 | —o— [ HE L

%)

40 -

20 -

0

IRERI(53)

12



OFHBREFI R CRERR DO FIBHEDLE S RILEK)

(=D 1) 13, EWFICRETH L L RSN,

10. R - 2%
FRNDELRSR - A, NENERLGRS - ARICEY S1ER

(1

(2)

)

M LA

[aE
f5e4 (@RS AR (FEE, FEXIEEE)
TRAVEO ST A PTP @4 100 8 [10 #E X< 10]
OD i 10mg [ h—" | IR 300 £ [WHREIAY ]
T AV EZa ST A .
A bz fra
OD 4% 20mg [ F— 7 | PTP )3 100 #& [10 #&x10]

FREE
RN

ARER A S R (%)
FUAHC | g | DRIERD | BR[| g FISFEORIESE | HE
(rpm) e (4y) A A
pH1.2 15 93.8 95.8 1
5 pH4.0 15 91.4 93.3 | 15 Sy LANICEH) 85% | 1
pH6.8 15 86.7 | 91.2 |LLE¥Et i
7K 15 88.0 88.8 1
(n=12)
QLB RICH T HHBREFDE<DBFHE (X FILE)
ABR LA @) (b)

- BRI | EHEE | (@030 % A2 D ot
Bl SRERG | R gﬁé@ﬂ +15%D #8 2 7= %K ) E T HiE
(rpm) ) ’ DA (%)

pH1.2 | 15 | 92.7~97.1 | 78.8~108.8 0 A PRSI | g

ZfE 2 OEHERIZ D

T, REBRBAIOF | .

H4.0 | 15 | 89.0~94.3 | 76.4~106.4 0 - Lo

0 P YV HER £ 15% 06 |
PHAEZ D DN .

pH6.8 | 15 | 84.9~88.6 | 71.7~101.7 0 12 T 1 ELLT . iz}
+25% DHIPHZE A |

K 15 | 85.7~89.8 | 73.0~103.0 0 26 DR iz}

(n=12)

OODFER LY | T XTORBREM THEREEZR - L, WHEENFRE L HE I, o
T, =AY Z 775 0D #E 20mg [ h—U ] & FEHERE (=22 %77 4 0D § 10mg

13




11.

12.

4) BHRDOME

We 4 @ESIAE ME
PTP RV =L, TAIE
TAHEOTT A PTP w4 Ea— TN I =T A RV F LT
OD # 10mg [ F—7 | Ixr— b
VAL . BGLEAIAY) : K =F L
RV IR = N1
TRALHETBTT A PP A1 Zri_ :;—,ii:{j;b/.b%?;%ﬁy;
OD #E 20mgl h—" | : ‘\P‘F;i\

AR S0 2 HHE
LT L

Z Dt
BL TR L

14




V. JAEICEET 4I1EH

1. MEEXFIHE

4 ShEER IR
5D9F - SO, HEFLEE

2. EXFHRICEEST HEE

=]
5 BhEEX (XX RICBET 5T E
(ZheetLiE)
5.1 HLo SHOHEEIZLY | 24 KU TFTOBE T, BERQE, BREXO Y 27 3880425 Lo
WMERD LI, AANOEEZHIz>TIE, VAT E_XRT 4y FaBETHZ L, [8.1-84,
9.1.3, 9.1.4, 15.1.1 2]
(529 - 5 DKEE)
5.2 AH % 12w O K D DIRPEREE BF G T 2RI IS 2 EEICHRETT 5 2 £, [9.7.2
Z ]
(HETRES)
5.3 AR LZEEOZMIL, DSM FVEOEY) /2 W I LS S EEICE i L, EHEZ- 5
GElDHBETH L,
£ 1)DSM : American Psychiatric Association CK[Ef§# % 54>) ¢ Diagnostic and Statistical
Manual of Mental Disorders (FEHEEDZWT - $igt~==27 /1)

3. FiERUHE

(1) FERUVRAZE0OHESR

6. B ZRUHA=E

WHE . RN A X 7T 4L LT 10meg = 1 B 1 EYEBZICKROKEST D, 728, 4k -
FEIRIC L0 EHRT 208, R 1 EBU EOREEZ & TITy, 1 BRmHEIL 20mg %
B WZ T35,

(2) MERUAEORERR - 1
BB L

4. AERUVRAEIZEEY 5FE

1. AZERUVREICEET 55

1.1 AFOBGEFIVNEE/NNRE D LD, BEZLICEREICBZ L 2no&kb5352 L,
7.2 APRSREREERE . Sl . BRI CYP2C19 OFEMENRKIE L TWD Z EARHBA L TV 5
# (Poor Metabolizer) Tix, AFIOIMAFEEN EH L, QT EEZEORIERHEI LT 0
BENRHLHT-D, 10mg # ERETDHZENEE LV, T2, BEIZEL QTBEEOIRE
HEERSBEL, HREICKE5IHZ L, 8.7, 9.1.1, 9.1.2, 9.3, 9.8, 11.1.4, 16.1.1, 16.1.2,
16.5. 16.6.2-16.6.4 &[]

5. BRERAM
(1) BRTF—5 /80—
R L

(@) ERFEERR
SRR L

(3) MERGERABR
R L

15




(4) HRELAOEAER
1) BRI ER

(329" - 5 DIKEE)

E R M HEER
KIOOFFHEEREZGRE LT, TAVE T T LAY 20l (TALZaFT7 8L LT
1 H 10mg X% 20mg). IR XI " u v F o HE Ay (SaxtFr L LT1H
20~40mg) #* 8 Wl L7558, FHAHiiE H T % Montgomery Asberg Depression
Rating Scale (MADRS) &t OZ{LEIZTRDO LBV THY, = AT Z 17T L (10mg
KON 20mg EAEE) D7 T wRICKT 2 EBEI R ST,

BEME ORBIEMOBIERRBMEE L, =A% 077 A 10mg % 58T 63.3% (76/120
B), =AU H 7T A 20mg FHEET 75.6% (90/119 ) THh-o7-, ERRBIEAIL. 10mg
B 5B CIHEIR 15.0% (18/120 1)) . H.0x 13.3% (16/120 1) . y#@EiMED £ 9.2% (11/120
) . 20mg £ 5-FF TILAEIR 20.2% (24/119 1)) | Eols 21.0% (25/119 fi) | FEIWED > 10.1%

(12/119 f5l) ToH~7=,19
MADRS &Rt OR—R2 T A b OB

MADRS -
L D) A&
B HRE 15145 Nz o NS4 7T B AREE & OxEgE2)
0 s T
oo | apge DEALEED x O
74 PR (D O L E (059 S HEX ] p &
- 29.0 183 107
77 R 124 156 | +10.1 +9.5
\ 29.4 15.6 137 3.0 o
lomg#F| 120 | oo | i1 +10.0 [-5.4,-05] |98
TR AT \ 29.8 16.2 136 2.7
5y |20mghE 119 e |0 +8.8 [-5.0,-0.4] [002177
o 29.6 15.9 137 28
e | 239 +59 | +105 +9.4 (4.9 -08] [0-0067¢
. R 29.8 15.6 142 3.2 o
AR EE TR 121 +59 | +10.0 +9.9 [-5.6,-0.8] |0-009

1) Mean=*S.D.

2 WEHEAZEF. X—2F 4 0 MADRS AFtE 488 & U5 8o
T 3) /N IREHE

H4) FEZEHY (p<0.05)

(HEFRES)
E N5 AR BR
MARGEEREZNSRE LT, TRV T TLAY 2 0E (232077080 TC 1
H 10mg X% 20mg) XX 7tAR%Z 12 fEEE5 LR, FEFHGEE CTh 5 Liebowitz
Social Anxiety Scale-J (LSAS-J) &R OZLEIZTRDO LBV THoTo,
BN ORBEMORIERREMEE X, =22 X 17T A 10mg & 58T 51.5% (102/198
), =AZu 7T 5 20mg #EHHET 57.56% (111/193 fil) Th -7, FREIEHIL, 10mg
FECIEIR 18.7% (37/198 H1]) L .0 14.6% (29/198 ) . 20mg #¢-5-FF TIIHEAR 22.3% (43/193
), B0 17.6% (34/193 ) TdH -7, 19

16



LSAS-J Gt A MU= T 1 )b 0% kE (LOCF)

LSASJ e
B A ZfLR
s W% [ | e | <y |77 EREE DAHRD
Y & 9)
7> | 12 |poomieren] (IR b
- 95.3 72.2 231
77 eREE 196 | 195 | +9274 +91.4
‘ 945 67.6 226.9 3.9
wxoopn|10mg #1981 o L o0 +9233 r-8.3,06] | 908
75 1 \ 93.4 60.7 "32.6 9.8 o
20mg ) 193 | oo | iogg +95.6 [-14.5, -5.2]

7)) Mean=*S.D.

E8) HEHELKNF., X—ATA D LSAS-J &itA%

H9) R/ RERE

#10) IR RBHIHT DT AL A r T T A 10mg BREOEBIME R ENTZEAICRY . 7T B REHIx
LA ETT T N 20mg BEOBBMEAZRETT 5B ThH o7, ﬁm#ﬁbhﬁmot

2) REMHER

(529 - 5 DKEB)
ENEOHERARGHER
KIODFMEEEREZ NS E LT, TRV AT T LAy aUBE (2 2u75 88 LT
1 H 10mg X% 20mg) %k 52 MG L=/ R, 52 £ CHRMMEISHMER S vz,
BEH R ORBIEY ORIERRBSEE X, =A% 77 A 10mg XiE 20mg BHRETIE
80.4% (74/92 #l) Th-7-, FE7RENWEMIL, AR 30.4% (28/92 f5]), Hls 23.9% (22/92
%), HHIE 19.6% (18/92 f]) . FFEMED F U 15.2% (14/92 ) T ~7-, 10

MADRS A5t E N —RA T A D OB &

A R RS MADRS & &t %5 7 1 bt
NR—=RF A 92 31.3+5.5

8 W If 87 15.0+9.3 -16.5+8.5

24 K 79 10.8+9.1 -20.3+8.6

52 T 66 8.0+7.4 -23.0+7.6

£ 5) Mean=S.D.

(HEFRES)

ERNFEOHERHREHR
HERLZEERELNRLE LT, AV EZ0 T T LY 20 (220750 1LT 1
H 10mg X% 20mg) # K 52 HEHE LfbF. 52 £ CHIMEIIHMERF S T,
BLEH M OB B ORIEMEBERE T, =22 % 75 5 10mg XL 20mg & 5EETIE
60.1% (95/158 i) T -7, BIEHOELRREIERIL, BHR 24.7% (39/158 #i) . HE.L» 19.0%
(30/158 f4i) T o7z, HBIEHWNZIWNTHRILED 10% L EORIWERITRD b7z, 10

LSAS-J At M OWR—RA T A inb DR E:

S A %% LSAS-J &&tat 1 = 1 =Gy

N—R7 A 158 95.3+19.5
12 141 69.0t25.1 -26.6+21.5
24 138 59.9+28.7 -35.6+27.2
52 i Ff 126 49.9+28.0 -44.8+28.8

£ 11) Mean=S.D.

17




(5) #BFE - fREERIGAER
ERNFLIHESEHERGIREAER
ORI DIFMEEERE 2R LE LT, TRV XS T AV a2 UEE (A2 rInt
LT 1H 10mg Xi¥ 20mg) %K 52 BEHE LzfES, 52 £ CHMWEITHERF S vz,
B M ORB Y ORIERREMHE L, =A X e 77 A 10mg Xt 20mg HEHRETIX
81.8% (18/22 #5]) Toh-o7-, FRENWERIZ., B, HIREOELL 22.7% (5/22 #) TH-

72,18
MADRS At ONR— 2T A D O E

A AR ks MADRS & &t it o LB
N—RF A 22 31.4+8.6 -

8 3 FHF 19 17.1£9.9 -13.7+9.0

24 F K 14 11.5+8.5 -18.6+17.6

52 HF 13 7.4+6.4 -23.316.6
¥ 6) Mean=*S.D.

(6) AEMIER

1) ERABRERE (—RERARERE. FEERARERE. FRAELRAER). RERTET—
AR—ZAE. BERTREKRABROANE
MU ER R L

2) RBEHELELTERFEOHNBEIIEREL-AE - HBOME
Pt 2

N Z0H
MR L

18




2

VI. E3hEFER(ICEH 3 5IEH

- REZHCEESH HIEEMXRITIL S
BIRAE e b= R0 AR EA] (SSRI)
EE : BEEDH D LEMOREE « HIREL, KHOBTRIZZMT 5L,

. REER

(1) YERARLL - ERKF
TR 0T T NNIER e b= (5-HT) #ED IAREFE- 278 L, MR Tofifast
5-HT JREAFFHAIIC A S8 5 2 LIC XY 5-HT R Z IS L LEL D >El =T & &%
55,19

(2) FEhEEMFTSHBRAE
DL H >1EH
DO~ 7 A FRHIKIKRER I3\ CEEBIFE 2 454 L 7=, 202D
@7 v MEMEMA NV AET MZEBWT, A ML RAAMIZE DD Ly a BREREIE
A NV AIEAfTENY) &[RRI [AE S H 7, 22,29
@7 v MEEMA L AET MIBWT, BET v FORAT v M4 558 TE) % Hila
B 5Tl &, MICKER G TIEEnE 7, 2

2tr b= FEIYIAARREES

DOF v M+ 7~ —2a%& MWz in vitro FEERIZEWT 5-HT B iAA &2 BHE L (50%40)
HIEE X 2.1nmol/L) . in vivo lZB W TH 7 v MNaisEEE R O 5-HT 24 B X
7~ 25).26)

@t FE/ T IV b T AR EBMICBWC, =AY X7 AO 5HT 7 2 AR
— T ERE (A EROLR) X2/ 7 KL F U v F TV AR—2 K ONR
NIV PN TUAR—HZ Ll L T4 4 7100 3% K% Of 24000 5 CTH - 7= (in vitro). 27

O 5-HT MR DIIELIC L VW ER SN D~ T ADITEV (L Z R L=, V7 Kb
T U RER KON R XS R ORRIEARIC L 0 AR SN D TEZBICITR 2 %2 MIF
773 77, 26),28),29)

@t N R OKMEEMEROZHIR, 44T ¥RV RO T AR—4% (G 144 F$H) = H
WEERIZEBWT, = AT Z a7 7 MIERET o TEERICKT HFAMERGRO b
2. FOMDOBFEMBMCIEDE DOZRIFICKT L TITE A E RIS o7~ (in

vitro), 2130

(3) #eFRSIRRERD - FERE
BB L
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VI. EYEhREICRd HIEH

1. A REDOHTRS

Q)

2)

AR EE 7 Mo R
R L

BEREAER CHEZE SNz BRE
1) HEkE
fHEEER . (CYP2C19 @ PM (Poor Metabolizer) &% EM (Extensive Metabolizer) 45 6 4)
IR T T Ay X a7 A bmg, 10mg, 20mg & B[R A5 L7-, CYP2C19EM #f Cix
Be51% 3.8~4.3 Wil Tl MR (Cmax) (22 L. MR (te) 1 24.6~27.7 FEfH
ToH Y, Cmax KOUMLHIEE-FeE AR TriAE (AUC) 1345 EITIZITE LT L 7=,
CYP2C19PM EEIZ IS 1T 2 fig s B i EE B R K OY Crmax & CYP2C19EM R & [FIFRE CTH
o728, AUC KOtz X CYP2C19EM BEDHK) 2 (5T o 7=, 3D

HA a5 G-I D S B RE T A — &

CYP2C19 Kh&E Cmax tmax AUCo- tie
AR TR D (mg) (ng/mL) (hr) (ng * hr/mL) (hr)

5 5.7+0.8 3.8£1.3 18370 24.619.9

EM 10 10.8£2.1 3.8£0.4 418+153 27.7=7.5

20 23.0£4.3 4.3+1.4 8071282 27.4+7.2

5 5.54+0.6 42+1.5 384+109 55.8+16.4

PM 10 12.9+2.3 4.8+1.8 885+384 51.2+16.9

20 24.7+4.7 52*1.8 1595+ 356 55.3E£8.7

(Mean*+S.D.,n=6)
E DEM : CYP2C19%1/%1, CYP2C19*1/*2, CYP2C19%1/*3
PM : CYP2C19*2/*2, CYP2C19*2/*3., CYP2C19*3/*3

) RIE®RE
R AN (CYP2C19 @ PM K TOYEM 4% 5 fil) IC= AT #1277 A 10mg % 1 H 1[F 21 HfH
KiERAOFS L=, CYP2C19EM Ef. CYP2C19PM EfD WL\ T b M i 13 4% 5
FIEUZHEWVR 2 12 - L. CYP2C19EM RECli# 5 15 H H £ Tz, CYP2C19PM Bt Clifk 5
19 H B £ TITIFITEFIREEIZE L=, CYP2C19PM Rt 21 HEINKEHKSHIZHIT S Cmax.
AUC KOt DWW E, . CYP2C19EM BE & it U TR 2 5l Tdb - 72, 3D

BB G- R O3y B EE T A — & (Bh5. 21 A H)

CYP2C19 Cinax tmax AUCo-24 tie

B A i L) (ng/mL) (hr) (ng * hr/mL) (hr)
EM 26.8£6.1 3.0£1.0 506+132 37.7£7.5
PM 53.9+12.9 6.413.3 1094 +266 57.8+14.7

(Mean*+S.D.,n=5)
E2EM : CYP2C19%1/%*1, CYP2C19%*1/%*2, CYP2C19%*1/*3
PM : CYP2C19%2/%2, CYP2C19%2/*3, CYP2C19*3/*3

20



3) EMF IR FEHER

IRLAATSLODEIOME Ik—"] 32
TALHZ 750D 10mg [ h—V | LI ¥ 7 10mg 2, 7 v A4 —/—JEIZ K
DENEN1EE (A X7 T AL LT 10mg) R AS FICHERER D& Ok
L CHRA LUK TARA) L TR REMAREZHE L, B OoNTIEYEE AT XA —X
(AUC, Cmax) (22T 90%[EHEX A THEHIENT 21T o 7285 R, Wt 1og(0.80)~
log(1.25)D#FHNTH Y | WAIO AW FHIESNED HERR Z iz,

OAKZ LTIRH (b2 7 2 §E 10mg (3K Tk

(ng/mL)
20 -

15 4

Mean+S.D., n=10

—o— I LA~ 77 AL0DEIOmg [ F—17)
—o— . LY 78 10mg

12

24 36 48
P54 ORI (hr)

EPPRE/NS A4

60 72

HE/NT A—H SENRT A—4
AUCo72 Crnax tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
TAYH#R7 750D 5 10mg [ =17 243.5£41.0 10.99+2.05 3.0+0.7 23.41+4.37
L7 Y7 adE 10mg 246.5+44.1 11.41£2.12 2.5£0.5 23.80+4.19

(Mean*=S.D.,n=10)

MAEFPREENEONE AUC, Cmax FE D737 A —H %, HEERF OBIR, IR O BRI
DFRBREMNT L > TRARDWREMENR B 5,

M HFIDHITE/ NS A —F ORMBEED FIHEDZER U 90%IEHEXHE

ik

INTA=H

AUCo-72

Cmax

FEMED

log(0.9895)

1log(0.9641)

FIIE D 72D 90% A5 HE X[

1log(0.9529)~10g(1.0276)

10g(0.9168) ~1og(1.0139)
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@K ThHRH

(ng/mL)

20 -
—o— ! ZTAIA 075 L0DEI0mg h—17)
—e— : L7 70§ 0mg

15 Mean+S.D., n=10

0 (_/ T T T T T T
0 12 24 36 48 60 72
Fe G ORsR  (hr)
EYEFENZTA—4
HENT A—H SENRT A—H
AUCO-72 Cmax tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
TAYHr7750D 6 0mg [h=7] | 268.8+78.4 | 13.13+3.67 2.4+0.5 23.62+4.01
L7 Y7 1§ 10mg 275.8482.4 | 13.41%£3.60 2.5+1.0 23.611=4.44

(Mean*=S.D.,n=10)

TSP AUC, G 500737 A — 2 15, HBRE OIIR, HRIEORIREL - W15
DRBAIEIC X > TRIZB TIN5,

AHFIDHIFE/NT A — 2 O PRERED T HEDZE KR U 90%SEXH

RXTRA—H AUCo72 Crax

I D 7= log(0.9731) log(0.9516)
SEEHEDZED 90%(EHEK ] | 10g(0.9193)~10g(1.0301) | 1og(0.9031)~1og(1.0026)

(3) hih
BB L

4) BE - ftREOZE
NEEDOZE
fERE RN (17 B1) (SRR T IR EERRIC =2 v 2 v 7T L 20mg & HERE A5 L
72L& Comax XN AUC I WHE THGGHFERIAE AT 5T, REOEEITRD b
ol GHEAT—%#).39
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2) BHRAEOFE

DIRYAOTSLEAVN-REBORE
- TUT752Y (ERRSEHLL)
RN (20 fl) (=R Zu 7T A iE& s (10mg/HZ 1 B, §l&kis
20mg/H % M) L. &&&EGH (28 H) 17771y 50mg (EANIGEH L) %
PERROEG L&, TV 77200 Cnax XONAUC BRZENZEN 1.41 %, 2.07 51
EH L GMEAT—%),39
- FFENL
fEFER A (18 #) IR Z 17T A 20mg &Y FFEJL 600mg & O O#E LT
L&, 2R Ea T ARNY N ELOERYEIREICEEITERD b Lo s GHEA
T —%),39

@QIRLAOTSLDSEIRTHDE20TS5L (AREXKEFE) 2AV-HBORE
s LARATOTOY
RN (8 f]) I # 7 F7 M 40mg % 1 H 10110 HEEROEG L, THBICV
RA T~ 50mg ZFHBRAKE L&, V27T LN LRAT o< d
BB BIIRD b o T WMEANT —4), 39
- FUT VIS L
ek N (17 B I2v# e r T A RERO#ES (20mg/H % 7 HiH, 51 &#iE 40mg/
H%& 23 HE) L. 50 (B0 H) 2 V7Y 74 0.25mg Z AR N#G Liz s
X, VAT TARONRNY T YT AOERYERRICEEIRD Do GMEAT —
4), 39
s AINTEEY
RN (12 1)) IZONAN~ B 2 ERAKSE (100mg % 2 [B/H % 3 A, 5l
fix 200mg % 2 [Al/H% 3 HIW, 400mg/H % 29 Hf#) L., 22 HE XV X uarTJ A
40mg # 1 H 17 14 ARIKERROESG LIz &, DA~ EBE ORI
BIIRRD N7 WNEANT —#), 39
s haFVy—L (BOFIXERARHKSE)
fEFER A (17 B) (2o Z e 77 A 40mg KOV ha Y —b (ROANIENRREE
200mg PR OB G Lz &, 207 T AOEYEREICEEIIRD b roT,
Fiz, Fhatb = VHEME R LR 7 R 3 b D tmax (FIRIE (PFF R 2.4 B
. HMPBEGRE 1.9 B5H) L. Cmax 2’ 0.79 51K T L7223, AUC KON tup (X [RIFEEC
bolz GMEANT—%),39
S g = D
e A (11 B)) 12> Z v >7F 5 40mg % 1 H 18] 29 HREKERO#KES L, 22 HHIZ
UIAXT Yy Img AOFHRAOBREG LI LE, X a7 T ALY ITX T OIEYEREIC
EAIIRD N o7 UNEAT —4), 39
s YFoL
faEER A (8 ) IC #1775 40mg 2 1 H 1[0 10 BMREROEE L, S HEAND
7THHEFCUF 7L 30mmol Z1H 15 HEKEFAROEGLZEE, VX uTT
LR F T LOEMENREIZEEITZ O N o Tz MEANT — ), 39
FRRUIAN OO FHEE D s
VI 7. #HEAEH ) DOIESH

I

2. EYRERNTA—S

(M

2)

RT3k
R L

R N 538 FE 7E 3K
BN -
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)

(4)

(5)

(6)

HREEEH

. kel (BEFEREA B, Haf R O & 5)
R 7E44

K72 L TR K Tk

TAVEZa ST A
OD # 10mg [ ~h—7 | 32

0.03047+0.00520hr? 0.02999+0.00426hr1

HUTFSUR
BB L

NmBEE
&R A (CYP2C19 @ PM kO EM 4 6 f5]) (C= AT % r~7F A 5mg, 10mg, 20mg % Hi
FIREAFG LTz & & DHNTORHEFE (V2/F) 1% 872~1053L Th -7, 30

Z 0t
AR L

3. BEH (REaL—Lav) @

(M

(2)

R 55k
AR L

K5 A— S EHER
BB L

4. RN
EMERFIRE
TAVEAOTTEADT IR THDHY X7 T A 40mg ZHEFRA 12 Bl HEEREO#E Lz &
EDOAEMFEHIRHARIL79.5% TH 72 UHEANT —#), 39

5. 9

(M

(2)

)

(4)

®)

(6)

% — PP B 1
AR L

% — ke B RE P9 @B
VII. 6. (5) #lhm) DOIESMR

AA~DFITH
VIl. 6. (6) #ZHil OESMH

HE~DBITHE
Pt A

Z DO~ DBITHE
Pt A

mMBFEAEEE
b Mo A2 a7 T A (20~100ng/mL) ZEIL7ZE &, Met L-BEREICB TS
MAEEARARITIFE-ETH Y, ZOVEIX 55.4% Th - 7= (in vitro, SMENT — %), 36
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6.

7.

10.

|

(1) RHEBGL R U R R
T A AT T AIFEIZ CYP2C19 12KV T AF bR~ S, £, 7 XA F bR~
REHNTIL, CYP2D6 &) CYP3A4 23BAL-4 %, 7 A F /UKL CYP2D6 (Z LV 27 A F Lk
R~ s s, £/, 22X 77 A0—EI% CYP2D6 HHWIEE /) T IV AF & —
BWNZT VT & REBELEERIC L Vb S N -4 X34 FMEH D07 v B4 VR IRIC A
EINDZERHEINTND, TAVZ 7T ML, HiRCTIhoREmicEfasIn=%, ¢
DEE, HDHVE TV o UEEARE LTRPICHEt SRS L E X BN D, 3740

(2) KRHI“EAET HBHR CYP %) OHFE. FEX
VIL 6. (1) REHBALE OREHER ) DS

(3) NEBBHROHREUZOHAE
AR L

4) KEMOFEEOFERERUFEML, FHELE

HERMEANCT A Z 0T T MDD WDIIREROREG L2 & &0 Crax XTNAUC 13, =2
AT T TAFIEE, DT AFMERDIEICEm -T2, £z, T AFIULIED RS
PRERIZ, =2 27T LHDWVIET A FIARKIZHE L TED > 72, 8D

Bt

e A (CYP2C19 @ PM K OVEM 4% 6 f3) (=A% v ~77 A bmg, 10mg, 20mg % HilA|
BOfh Lz &, #5% 168 Bt EToO= 22 n7F A0 RPHEIRIL, CYP2C19EM
HETIIHREED 12.9~13.2%. CYP2C19PM #£ Tl 21.2~21.9% CTh -7=, F7-. @EEEMRA
(CYP2C19 ® PM }, O'EM £ 5 f5]) (=A% ~77 A 10mg 2 1 H 1[0 21 HFEER O
HL7-E x| BikElEE#% 24 R E T 22 a7 5 AR FHERIZ, CYP2C19EM £ T
1T 5-ED 17.4%, CYP2C19PM #£TiE 30.7% CTdh - 7=, 3D

S U RIR—E2—IZEAT B1E#R
PN L A

. BREICKHREE

LR L

HENERZEITLEE

() BHEEEERE
TAVHAOTTADTEIRTHDHU AT T L 20mg % BEHEEENE T CRERAE®E : 10
~53mL/min) L7=8#& 7 HNZHEERE O Lz & & R A & LT tie 1 1.35 fFEE
L. AUC (&E5ETHIE) 1T 1.24 (52 EH L7223, Cmax (EEETHIE) . tmax 2O V2/F 1
FIEFBRE TH -7 GREAT—%), 4D

(2) FFEerEE R E
T AL H ST A 20mg AR~ (Child-Pugh 230 A X% B) OTHEREIL T B2 8 4
[CHAEIRR O #5 Lz & &, FFSREFEE O I0G U C AUC 28 B L, 8RR, P45 o fFRERER
THEREICBITS AUC 1%, EERADOZTNEN 1.3TH,. 1.61ETHo7z GMEAT—4),42

Q) EEE
T A HF 7T A 10mg, 20mg MO 30mg FIEKER FTHEERR OB L L oEkE (14
B, 65~73 1%) (2B D Cmax (FIEEEE (15 i, 19~35 %) CRBRETH-o7=n, AUC
KO tue 1 ZFEE A & i L CTENEH 1.29~1.351%.1.48~1.53 5 L H-H D WITEE LT,
Flo, TAVX ST A 10mg & 1 A 110 21 BREIKERO®KES LZE &oEa (18 #i,
64~80 %) ICBIFHT AT EZ T T LD Cuax XN AUC 1%, FEEEE (18 i, 23~35 %)
DFNFI 1.34 %, 1.0 FI2 EH L7z WMEAT — &), 43,49
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4) ZEYRBBEROFENEGHICRIEBLTWEE
1) CYP2C19
MVIL 1. (2) BRARRER CHER Sl OHS R

2) GYP2D6
TAVHEOT T AERERERNE D& 5 WOIEFRRNES Y L2 & &, CYP2D6PM (2
BT 5 Cmax LONAUC 1L, 8 il 1 5l CYP2D6EM BT HEOFNF 1.2 2411 1.3
EThoT, o 74HTlE CYP2D6EM & [FFEFE Th o 7= GhE AT — %), 49

EAFNOARHAER OHEIX, 1 H 110 20mg £ TORAOKLETH S,

1. 2ot
LR L
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ol

VI Z&% (ERALOFEF) (CHYTLHEE

ERNBEFDER
E I TV

RE[:

I$

. ERRNBETDERH

b

ke

2% (ROBHEICITZRE LGNNI L)

ARHN DA% LARBUE OBEEE D & 5 B3

£ 7 UMEEESE MAO) HEH (BL XY UG, 79 XU U A VERE, Y7 ¢
T RAVERIR) Z8&5 5 50T R IEE 14 BRIDNOESE [10.1, 11.1.83 /]
2.3 VY REHEGFOEE [10.1, 11.1.4, 16.7.2 B ]

2.4 QT IEE DO H 5 EFE (RN QT IERIEMAESE) L= (torsade de pointes & Te) .,
DEN QT BIEOBE LR 2R T2 &35, ] (8.7, 11.1.4 ]

2.
2.
2.

N —

- DRERIIHRICEET HEE LT DEH

(V. 2. BREXIIZNRICBIE S DER] 22T 5 2 &,

- RZERUVRAEICEHEY 5B LT DEH

V. 4. HEAOHEICEESIER] 220 T5 2 &,

. BEREXRMIE L ZNER

8. EELERNIEE
8.1 2 DNERERETHEFIIAASE LR H Y . BEENOBZENRH LD T, 20 X5 eBHFIX
BRSO 52 A F 4 A BICITHEE OWRER IRRED B L 2 1 ETR < Bl
5z L, [5.1, 8.2-8.4, 9.1.3, 9.1.4, 15.1.1 BH#]

8.2 Nz, Rl BUE. = 73ME RNIR, SREE, R, SR, EEE, T U7
FEE)RFE, BB, BURERH b D Z ERHE IR WD, . KEBRIIALNT
X2V, TS DFEWR - {TEN A R LI-ERNIC W T, R B OB T HAAE, B
X, thETANRE SN TND, BEOIRREEOREOELEZERHERBIET LI, &
O DIEROENBE INT-HEITE, MEELZHET T, HRallEL, Pid57 00
Yl7phiiEa247r 5 2 &, [5.1, 8.1, 8.3, 8.4, 9.1.3-9.1.6, 15.1.1 &#]

8.3 AZAHMTORERMAZL T, BREEMNED LN DL BEILSGTT 5856121, 1145
DT A E R/ NRICE EDDH &, [5.1, 8.1, 8.2, 84, 9.1.3, 9.1.4, 15.1.1 ]

8.4 FIREICHRSESHZREX, W, BBV, BRESIES OFTE) O 2L M O FEHER B E LA
HHbID Y AT FIZONTHait 21T, EM & BEICEKZID A LHoEET 52
&, [5.1, 8.1-8.3. 9.1.3-9.1.6, 15.1.1 B&]

8.5 IRG. HEWVERHHPLNDZENHLDT, AKFFEG T OEEITIL., BB O EERE R
OO A B ET DI o EESE L 2 L,

8.6 EHIE (BRDHIL) 1Tk, R, Bl BE FEWED EV, SRR, R L OV
ENHOLDOND I ENRREINTWD, BEEZHIET 25621, 2RIk ZkET, B0
REEZBIE LR DIRAICHET D L,

8.7 AFNIEEIZLY QTIEENHALNTWVWD Z &b, LIMEREEZ AT 5 EBEF I L TL,
AFN OG- % BtET 2N OIME ROREBIZEREZH D Z &, [2.4. 7.2, 9.1.1, 11.1.4 &[]
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6. HENHEREZATVEBICHT HIE
() AHHE - BEEFOHLEE

9.1 AHHE - BERZEDH I ESE
Q11 ATERZEBCITIVRIDHZESE
[7.2. 8.7. 10.2, 11.1.4 ]
(1) ERLGHRIREDTAEBIRIEIZDOBREREOHLEE
(2) S5S-omELFEDEE
(3) BAH VI LMEDEE
9.1.2 CYP2C19 M;EMAELMICRELTWSESE
[7.2, 16.1.1, 16.1.2, 16.5, 16.6.4 =& ]
9.1.3 BERSEXIIERERDBEENHLEE. BRSEDHLEE
B &E., BRENL LD Z ENH 5, (5.1, 8.1-84, 9.1.4, 15.1.1 B#]
9.1.4 BS5DOmEE
s, ARERAHLDNDZ ERBH D, [5.1, 8.1-8.4, 9.1.3, 15.1.1 BH]
9.1.5 INDOBREMNEEIIMERAEDREDHLHEE
FEAEIR S 2 2 L35 5, [8.2, 8.4, 9.1.6 ]
9.1.6 BEIMASVVHEFESEZET HEE
FEAER N ES 5 2 LD D, [8.2, 8.4, 9.1.5 BH]
9.1.7T TAMAEDEEHREXIIINLDBREFEOHLEE
FABRIEEL T2 DD, [11.1.1 ]
9.1.8 HIMNBEKRMEZEOIEFNZHALTNSIEE, HIMERXIIHOMEERDHZESE
HImAE A S R 2 B2 b 5, [10.2 2]
9.1.9 FAZEBAKRNEDES
REERAEZ L, SERPELT I BENND D,
[fZE%]
9.1.1 QT FIfRIZ X9 S & &
RN 117 Bl 2 x5 & LT 77wt i HE B i tEGAER (Thorough QT #R) (235 T, QTcF
DR—=AFT A OB bE (F7E2ARHHE) X, =AZae 774 1 H 10mg #5128\ T
4.3msec, 1 H 30mg #5F12|28\ T 10.7Tmsec TH-7= (FrEANT —#), 460
QTcF ORX—2F A L int DR (772 RMIE)

A QTcF (90%{E#HX[#) (msec)
T A A7 A 10mg/H 4.3 (2.2,6.4)
T AL H 75 A 30mg/HE12 10.7 (8.6, 12.8)
EX 7 aXHY v 400mg/H 9.2 (7.7,10.7)

1 12) AANOARAERLOHAREIZ, 1 H 1H 20mg ¥ TOROKLGTH D,

(2) BHAefEESRE

9.2 BHeEEESRE

9.2.1 BEENBEHMEEEDHIESE

AFNDOZ VT T AMETFT L, MPEEN ERTIBENANH D, [16.6.1 ]

[(fZER]
[VIL 10. (1) EHEREREERESE ) 0ESM

(3) FFifREfEE RS

9.3 BFHRErE %, %

AFNDZ VT T AMET L, MPEEN ERT BEANH S, (7.2, 16.6.2 ]
[f2ER]

[VIL 10. (2) FFHEREREEHRE | DEZBMHR
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(4) &IEREEET S E
BRESIN TR

OR:3T

9.5 1%

Iha SUFSER LTV B AIBEMED & 2 e MEICIE, 1R LA N ettt % Elal b Ll b
BEILORFEETH b,

9.5. 1 AFHATFMERER (7> b)) IZBWT, BRBRZEEL B 5 EWVIRERICE D RIEEE (K
A, BRI M OHAE RO CROBINNERD bz, B, BimER (7 v ) 128
W, EFZIERITRD 5 TH2R0,

9.5.2 KAIDO T IR THDL X7 T LOEFREFEERR (7 v M) 2BV T, LIERD
B 2T 5B IBEOBEMMARD b=, HRBRICBWTIIRD LN ho T,

9.5. 3 HIEFRINCAHKIH 53> SSRI. SNRI &5 S - id w6 A L= 3 E R Ic B0
T, ABEHIMOERE ., MRGHE, BERELZVNEL T 5, BERUER & FEROIER IS HEE %I
Hob-EOWEND D, WRATRE L, FWREA, 77/ —8, B, 31E KR
FREREE . LR, M, (RAREE, AESRIR T, SRR, RO TLE, Rk, (/K o,
ZRNE, BN E RNRE SN TV D,

9.5. 4 A OEFIEICBN T, HIRFICAKFIOZ IR TH L2 07T LEE T o SSRI
G SN B A LA IR W CL A B IR i fEAED U R 7 23N L 7=
EDOHENDHD 10489, ZDHH 1 OO TIX, R 34 WA TN FHARICEB T 55
A GBI I EE R AE O U A 7 Hld, AR R OB Tix 2.4 (95%(5#E XM 1.2-4.3) .
R FIA R O O 5Tt 3.6 (95%EHEX[H 1.2-8.3) ThH o712 49,

(6) 275

9.6 2R

IR LOAIHER R RO H IS 2 B8 L . RILORSEUTHIEE AT 5 2 &, € M
L ~BAT 5 C L SR TS,

(7) INREZE

9.7 NR

9.7.1 /NRZEEX G & Uiz Ao R OV 2t 2 FRRE & U7 BARRBR LI L Tu7el,

9.7.2 ¥EHCENi STz 6~17 DO K D OFitEEE (DSM-IVIZEBIT 208 BEEMNRE L
7T B R ROBRABRICEB N T, 6~11ROBE CTHIMENHER CERDP ST EOWMENH
%49, [5.2 2]

8) =EE

9.8 BhE

HEICEELT, BEOREZBELANS, HEICERSG T2 L, &g ToORYEIERER
T, IMHEENEVEA RO 5 TW5, [7.2, 16.6.3 ]

[(f2ER]

[VIL 10. (3) @Eiind) DEESM

7. HHEEH
10. HE/EA
AANTFIC CYP2C19 T &4, CYP2D6 K& O CYP3A4 LI A L Cu\5, [16.4.1 &
iy
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(1) ERZS L ZDEH
10.1 tAZE BFRALGEWCZ &)

A4 % BRPRIER - 18 715 ey - SRR
£/ 7 UmEEEE (MAO) Bt v F=JEFEHENH S bID 2t u h = DN EE
EH ENRBHDH, MAO [HEAIZ#E SR H| I, MNtERr F =8
T LX) HERE HVDNTREGF IR 14 HREIINORB|ER &S E 5 E 2601

7 — FlIE LW &, Fm. AHI S,
FH XY R VR BH#%IZ MAO MAESZ&R 595
VAN Zailcid, 14 HELL EoMEZ &
Y7 0 F I R A UIVER T5HZ &,
7745
[2.2, 11.1.3 &[]
EEY R AFDOTZEIKTHDHVZ 0T T HFIIARHTH S,
[2.3, 11.1.4, 16.7.2 /] LAEEEYREOHHIZED, QT
ERENFEHR LT- L ORENDH 5,

k::5

fEFER AN (26 41]) (> X7 T 5 40mg 7 1 H 18] 11 HERERO&EE L, &&&K5 8 (11 8)

IZEEY RN 2mg # PO G L

=

— AU

7~ L X 'Y RoEYERE

TBO LI To, —

PEARED QTe I EY PRGN REICIER L7z (QTc ODX—RA 7 A4 UG OB L& :
BEHE 9.6~14.1msec, BB ERE 2.1~2.8msec) (FFEAT—Z), 39

(2) ftREELZDER

NN S S
A< N T H L anNy g
A
IR E b= R AL
BEL )
o h=iEEmE (L b
N7 7)) BAERKITE
N7~ F— ViR
Vx>V U K
IREE Y T 7
A3 U4 XY VT (St
John's Wort, > bV g —
X -U—h) GHEREMN %
[11.1.3 ZHE]
AFNTF A== KA KT
W (AF LT —)
[11.1.3 ZJE]

-
AL

op=F

ERICL DIERRH NS Z &
Nd, ZNHLDEMZEHHT L
BRICIIBEEZ 712475 2 L,

10.2 BREFE (BRICEET S L)
FHN4 55 FRIRSEIR - HEE T 1A B - fabRIA
r h=ARMS tr h=VEREFEOEr b= AKFlT e b= FHEY

ABEEEREZAT D7
. EHICEY, e b=
AERIR R D Z LA
b5,

AFAFA==0 NI
WK MAO B
AT D0, TR b=y
(EFRA IR S NS,
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=BRZRHL D OH
ARG 11/ 30

rna 7T I UERRE
SV NU T RS S
7 x ) FT VU RPURE AR A
J AR Ry
TFuT ) RS
a Rl R—)u
PUAEERRA

7 LA = REEREIE
a7z ) R
[16.7.1 ]

T B OIEAN D A g EEAS B A
LBRENRHLDOT, ZNHDOE
HlapeEd o2 lEETDZ &,

KRFNH Z B O HF DA
HEFE TH D CYP2D6 %
ERE=ae B AN N N W
Gy (R

3 7]
I N == By Wi Sy 753
[16.7.1 ]

A NFaa— Lo EER
THBENWNHHLDT, A S
o0—)LAETAREEETSH D
L

KRFND Z B O FHF DA
#EFE TH D CYP2D6 %
fHETL2Z&ickdEE
Zbhd,

VATV
[16.7.1 ]

AT T =)
ST —)
Fru vy
[16.7.1 & ]

AENIO ML FIREDN EFH-$DBE
WHHDOT, AFleHET DL
HETL L,

VATV BAEF OB
MRZMEFET LI LICL
HEEZBND,

B OFEF N AAF O
BWEEFE ThHH CYP2C19
ZHESTHZLICED L
EZzobhb,

UNT U TN
[16.7.2 ]

AKEIDOZ2IIKTHDHVEu T
LEULT 7 U EDPERHICEK
D, JLv7r7zl)oro7aba e
VIR R (§95%) Lo &
DHENDH D,

AHN O G 2GS L < EH k4
VY = = S = B N = I el =
HEICE=F—T5H &,

PRI AATH 5,

H I A A 23 HE 58~ 5 BEA
FEER GRS AR A

Tz ) FT VRGO A
=BRRPT D O

TAEY VEDIFEATaA R
RPLRAEH

RIS IV BBy
[9.1.8 &R]

Yiray

e

HMEE MRS 5 Z L3 D 5,

SSRI D #5512 X v ffi/
BEEREDHE S, 2D
DOHFH EDOPFHIZ LY H
Mg A AR5 25 2 &2
b5,

7oL a— (fRiE)

ARFIR A P IXEE 28E T 5 2 &
PE L,

LD D SAITIEM D
G STV D,

QTR Tz enmbnT
U5 A
[9.1.1, 11.1.4 /]

QTIERZEZ BTN H D,

OFANC &0 QT IERAEM 2
FINEYICHE R T DB h
Bd 5,

[f#E5]
O=R&R S DOFl

VIL 1. (4) 2) PFHZEOEZE] ©

O r7oo—iL

HZ

RN (156 6]) IC= AT X a7 T LEKEROEE (10mg/H % 1 HF, 5 XHiX 20mg/H % 3
) L., &&HEE5H 28 H) 1A hFurm—/L 100mg Z 0N Lzt &, A hFon—
VD Cmax XONAUC B ZNZEH 1.75 %, 2.27 512 EH Lz GLEAT —#), 39

31




OLVAFDY

fERER A (16 #) 12 AF T 400mg 2 1 H 210 5 HEIXEROEE L, 4 HRIC= A X
T 5 20mg FOFAROEE LIZE &, TR X T T LD Crax (ZITEBITRO 0> 12708,
AUC 28 1.72 fFIC BERH- L2 UEAT — %), 39

OF*TF5Y—L

RN (16 ) (24 AT —/130mg # 1 H 106 HREKEKROES L, 5 HEICZ AV
077 A 20mg R OKREG Lzl &, TAVH T T T AD Crax [ZITHEITZRO LR T2
2, AUC 2 1.51 5 EH- Lz GEAT —%), 39

OINLI27IY

RN (12 61) (2> # a7 5 40mg % 1 H 121 HEIKEROEEG L, 15 HEIZY LT 7
U 25mg ZOFRRO®KE LIz &, S-ULT7 U U KROR-ULT 7 U o OEYEhiI 21138
oo, o, FHREO 7w e EUVFFHORKE (Rna) KO0 b r B U RRH-
R AR AR A (AUCer) (XU V7 7 U 2 B G-I e~ BTN L7223 OB IO FE R 1 3H
FETH o 72 Rmax L OV AUCer: JFFHFF 26.7sec & O 3260sec hr, Hf & 5-KF 25.1sec &2 T 3098sec
hr) (UEANT—%), 39

8. BEl{ER

11. 3l H

WORWERARH 5D Z ENRHDHDT, BEE 51TV, BRENPRD ONGEICIIRE
ZHIET 57 CE) i vE 1T 2L,

(1) EXRLENER & MEAREK
1.1 EXLEER
11.1.1 &€ (0.1%)
[9.1.7 ZH&]
11.1.2 |\ARABRIVE DR EE D WMEIZEE (SIADH) (BEEEAH)
K MY U AMGE, 5. R oxan, FoEREE ., S5EL. 41, R RS AL D SRR
RVE ARG TUWMEGERE (SIADH) 28 60 b 2 ENb 5D T, BENPRD LNZHEI
TG E IR L, KOBIROHIREEY) 2 AE 21T H 2 &,
11.1.3 0 b= UEERE BEERI)
g, M g IR, IA7n—XA GRAEOEe NS UEBEHRS DD Z LR
%, o F=AEAEE ORISR T 2 AEMENEL D20, FICEETLHIZ &, BE
DROLNTIGA TG ZFIE L, KoffifeE0 g EE s L IR LELZITH 2 &,
[2.2, 10.1, 10.2 Z}&]
11.1.4 AT ER GEEAH) . DESFIA (torsade de pointes #&E) (BHEAH)
(2.3, 2.4, 7.2, 87, 9.1.1, 10.1, 10.2 ]

(2) ZnthoEI1ER
11.2 Z0fbDEI1ER

5%LL E 1~5%Ai 1% A BAEE AN
TR FLH R EJIE, VREIE, B,
AEER BN B PETT IR
M, ARERD
N BB, WE, HE, (T 74 7% —X
BEE 2 555 R T
_— 1ﬁﬂﬂﬁ@>ﬁ@%<w\KEE\TﬁVVT\@EW%VN:V{%W\%W
P ‘@wim\ﬁﬁ'/@mﬁwim\ﬂiﬁ%<%ﬁ%ﬁﬁm EEIAFR, K, 4]
THIRR, DRI, R BEELIREE. R, ARRGEEL BEA
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10.

(WWB DB L, &

B, WHABESORE,

JE, VAFRU—,

%) SRR (£ Y Bk, ML
) fREG. U B R R L
B HE LY
D0.7%), 1VB|IEE D, Tbl. a2, 2k

TH{bas BAEOR, 8%, [JuE, HIERR
1 o S
T ER EfES RN PRI, QT %E & (S8R, 1Rk
FRIMERI D . ~~ b 27 [H i feE ) (BER i
U v M, ~F 7 o TS )
1% e, A EREE N,
[ii1RARY57%2 ) LI | WA NY/ 254
N Lt
AST-ALT-Al-P - 4
" v-GTP- &Y e
i > D EHEDOITE
HEfR A fiE S
R B, FPRE. J§ 2

D, ZHiEY

WK - PERR IR, JREH

BAPR. PRPA. AIEH I,

Frfcehehe, H ikt

AR AR Bk, RS |BEAE, KRS (%
EHREO E VN, RSP, WRRERE, (R, BE 5
. ZiHE e, 2L ATa—)VT T 7 F i
b fFF YT L
Z Dt . It mH . o

AR, BT, =P
T, @R, RAED
L

. BRRBRERRICRETEE

ey

BRE IFL TR

MM BT, AHI 1000mg Z it 2 D RGN HE SN TWD, £, AAlzmExsS L
BEICZRBNT, ECHIDMITRES LTS, ERERE LT, PliEEE (OFEV, IR
He, Rz, MR BB, o b =M, R, B BEEE CEL - R O
EE (R, Sk, QT TR, AEAR) . BIEEUKG AT A8 (KUY v AME, K
T b U U LAMAE) FERHRESNTND,

13.2 W&

Fr BRI 22 A DAL TR0,
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11.

BAEDIE

14 BRALEDIE

14.1 EHIRFEHDEE

14.1.1 PTP B2 AT PTP > — MoV L CRAT A L H>fEET52 &, PTP v — |k
OFERIZ LY . WSS ERRE A~ L, B Z28 2 U THBRIAR SO EE RS
HEZOPRT D 03B D,

14.1.2 AANTFO LoV THERZRESE D LRET 5720, KR LCTRAMTETHD, F
7. KCTlRHATHZ L TE S,

14.1.3 AANTE = F EORRETIT, KL TIRAIERW &,

12. ZOMDFE

(1) BREREAICE D CIER

]5 ] Euul;ﬁﬁﬁﬁlugo < 'IIEI$E
15. 1.1 MEANCHHE SN 7o K D DI FEEORBMEREZ AT BT ENRE Lo, AFlEET
B DOPL D SANOEH 7T B R R R RBR O ERHE RICBW T, 24 LA TFTOBRE TIX, B
BEESABREMOBED Y 27 RO DA GRETT 7R L R L TR T, 1RE,
25ﬁuﬁ®%% BILARSESCHBEEROBIO U 27 O EFIFERD LT, 65 Ll

%wfi%@)xaﬁﬁébtoﬁ18184913914%%]

15.1.2 E1T 50 miLl b &% B FE i SN - OEFEFAEICB W CUORIRE e b= FED A
HELER L O ZBRSRPL D Rl &2 G Teht ) SRl &5 SN HRE T, BIrOUV A7 N ER LE
DWEND D,

15. 1.3 A C Il S N7 BRRRBRICEB W T, AR Z S @Rt e N =2 BRI IAZBREAN
R B b S, ERICELZ 5 X 5 ReErnfE S Tun g

(2) FERRIRAERICE D IEHR

15.2 FEERIRFAERICE D 1BH

15.2.1 7 v P REEREGEEABRICB VT, ﬂiﬁﬂﬁkfiééél\ Dl (LFFRICEES < 9 it
) ICRDHEERRD LN TN D, LEMETIAAID Cnax ITEKFLTHRBLT 20D EEZDL

ﬂ FEBLORMEIC T67/F&Utk%$a@fﬁ IR 8 E LRSI TS

15.2.2 7 v MERGEERBRICB N T, AAHBRGZIC, i, P%L{K&U\EUW U > fEEE
%L#éﬁﬁ(tﬁmum%Eﬂé@%%%@77D77 PO KL OHE 22 @M)ﬁ
b%ﬂ/_h%@ﬁ%itb BRI DIBEERE L HIRVIREE LV b, IREEIZ

)/%E (ZBHE S P ALIRIE LT,
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10.

. BREIRS

X. EEMEIEICEHT 4I1EH

AL < B, ST
BE) VR — RS O K0 BT S 2 &

IS - B

. AhHEAR
3

. BENRETORE
FE{RRAF

. BfRWLEDEE
BRE STV

. BERITEM

BEMERLTA R H

<FvhoLsy : f

Z DD BE T ER
*TAVH T T LEEODEE [ h—U ) ZRASNLEEHES AL THKEDTT~ (5 OH)
s TR H 7T LEEOD BE T F—U ) ZiRMA S D RNEZE (SAD) OBFE S A& ZHEIE

DI~

(TXT. 2. ZOMOBEEE ] OESR)

. Bl—mSy - EEhE
[Al—pk sy -
EESIE 3

2 OURHE>

L7 %7 v fE 10mg/20mg, T AT X 177 AfE 10mg/20mg [ h—7 |
<9 OYR -
NuxwFUEBE, BV R Y UHERRE, TARF I v LA U,

INEVFE Y TandkF UERE, VT T R,
NUT T 7 xR
<AEEARLEE >

NaXtFoEEE, TARIYI v LA R

. EFfEERAR
2001412 4 7 H

- BERGEAREABRUVARES, EMEEREFAR. REHFABFEAR

OD §E 20mgl F—U |

Y 5 A e KR - A FEAE NV W 7e B 4h
v 5e RES
s £ R A AR £ R A £ A A
T RAUVEa ST A
OD 5 10ma’ I, |2022F 8 71 15 [ | 30400AMX00843000 | 2022 % 12 /1 9 I | 2022412 7 9 F
A3 7N
TAYIBTT A o094 8 A 15 A | 30400AMX00344000 | 2022 4F 12 A 9 H | 2022 4 12 A 9

BEARRNA

BASARANA

BEEHR. BIEBERAREABRRUVZTOAR

. MREXIIIREMN. RZERVAEXREENFOEABRUVZTOAR
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11. BEEHM
U L

12. REHMFIRICET H1F®R
AFNE, HBH D D WIEBR IR BT 2 HIRITED 5 TR0,

13. &£fEa—F
JEAE T A1) 2= K HOT (9 47) L7 NEE
k544 AT FE TR o— R P T SN
EIEGha— (YJ 22— k) 7 Q|

TAVE T T A

OD §& 10mg [ F—1 | 1179054F3041 | 1179054F3041 129228202 622922801
TRAVEUTST A

OD % 20mg [ h—17 | 1179054F4048 | 1179054F4048 129229902 622922901

14. RIRFGHR LDERE

AANIZHRN EOBRREELLTH D,
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1.

X 1. XX#k

5| A >THEk

1) fENEEL : InERER (0D $£ 10mg) (M74921-1)

2) tENER : EMIRFRER (OD £ 10mg) (M74921-1)

3) tENEE : AEERER (0D #E 10mg) (M74921-1)

4) tENERE - EaEREEIC T S EMRBR (0D # 10mg) (M75632-1)

5) LR INEEERER (OD $E 20mg) (M74922-1)

6) tENERE : BHIRFRER (OD £ 20mg) (M74922-1)

7 tNEE  AESRER (0D #E 20mg) (M74922-1)

8) thPNEE  MAERIRREIZ I 1T 2L EMRER (OD & 20mg) (M75633-1)

9) tENEFR : ELAZLRER (IREMBE Y — & ofidAZ1k) (0D §& 10mg) (M76860-1)

10) fEPNERL - BLEEER ; EHEER (OD £ 10mg)

11) PR - BEEER ; W HEER (OD $E 20mg)

12) tENERL - PRI EERER W HHEER (OD $E 10mg) (M74659-1)

13) #hNEE : AR MRS B (0D & 20mg) (M74660-1)

14) A BISIELMERER — K5 SIRMEEREICBIT 2 77 v R L OHRE N v F o 2%l &
LA R O etomat— (L7 37 m §g:2011 45 4 A 22 H&GR HEEEEMIEZE 2.7.3.2,
2.7.6.8)

15) R NLZEEICKTT 5 7 7 AR ERER (L7 7 afE : 2015 4 11 A 20 HAGRR, HiEEs
L 2.7.6.1)

16) i 53880k — K 5 SRR ERE 2B T 2 BB G-OR &K OEIMEORT — (L7 Y7
2 HE - 2011 44 A 22 HKRR, HEEEEMIEEE 2.7.3.2, 2.7.6.9)

17) AR EEE T L EMRGRR (L2737 adE : 2015 4F 11 H 20 HARR, H &R
2.7.6.2)

18) B E B 538k — K 5 DM ERF BT A B 5048 M, Ao KOS BIEE D
BEt— (L7 7mgE: 20114 4 A 22 HAZE, HEEEEE 2.7.3.2. 2.7.6.9)

19) 1EHIET (L2797 a8 : 2011 4E 4 J 22 /AR, HEEEMTEE 2.6.2.2)

20) HHEER — 2 DIHET VIR A% — (L2777 adE : 2011 45 4 H 22 AAGR, HEEEE
B 2.6.2.2)

21) Sanchez,C.et al. : Psychopharmacology. 2003 ; 167(4) : 353-362

22) Montgomery,S.A.et al. : Pharmacol.Toxicol. 2001 ; 88(5) : 282-286

23) Sanchez,C.et al. : Behav.Pharmacol. 2003 ; 14(5-6) : 465-470

24) FHERER — 7 v MEERA L RAET VOITERERIC RIF T B — (L7 7 afE: 2011 4F 4
H 22 H7KFR., WFEEEHMEE 2.6.2.2)

25) HHEER — 7 v MM T 7 R Y — A0 5-HT BV iAZ(in vitro x0T b 7 _F VU iFERICE D
~ U ZADOFTEI(in vivolZ BAF B — (L7 7 m e 2011 4F 4 H 22 H&GR., HiEEEHTE
2.6.2.2, 2.6.2.3)

26) Mork,A.et al. : Neuropharmacology. 2003 ; 45(2) : 167-173

27) Owens,M.J.et al. : Biol.Psychiatry. 2001 ; 50(5) : 345-350

28) Hyttel,J.et al. : J.Neural Transm.Gen.Sect. 1992 ; 88(2) : 157-160

29) HHHR —— A X 7T AROMEOT /) 7 2 VI AR KIETHEGR vitro KO in
vivo)— (L7 %7 agE : 2011 4 4 A 22 A&, HEEEMEE 2.6.2.2, 2.6.2.3)

30) PR — B EZBERKL DN TV AR—=ZZxT 2V T RO KTTEE— (LT
T EE 0 2011 4 4 H 22 HAGRE, B EMRE 2.6.2.2, 2.6.2.3)

3D EANE 1R —— A ¥ a7 T AOHBEI R OKERGRR— (L7 Y7 adE: 2011 /F 4 A
22 HARY, HEEEBHMEE 2.7.6.4)

32) HIRES il EoR L HKSE 2022 ; 79(10) @ 1325-1337

33) WA R R S ENRERER — = X 3 0 7T L OIYEIREIC RIETAEORE — (LYol .

2011 4= 4 A 22 HKRE, WiEEEHMRE 2.7.6.3)
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34) VAR BERR — = A v X 07T AN Z a7 T AORMHEERRR— (L7 Y7
T EE 0 2011 4 4 H 22 H7KGR., HREE MM 2.7.6.6)

35) AN S ENRERER — > & 0 7' T ADAEWFRIASE — (L2737 afE 2011 424 A 22 H
TKEE. HEEEEMRE 2.7.6.2)

36) HEMBRERR — = A ¥ 07T AOBEAMKEGORF — (L7 %7 1 E:2011 4 4 A 22 HIKE,
SRS 2.6.4.4, 2.6.5.6)

37) EYFEERER — = A X 17T LD invitro G OKRG — (L7 97 afe: 201144 H 22 A
AR, HEEEEHEE 2.6.4.5)

38) Olesen,0.V.et al. : Pharmacology. 1999 ; 59(6) : 298-309

39) Rochat,B.et al. : Biochem.Pharmacol. 1998 ; 56(1) : 15-23

40) VEIMEEIR D BNERR — > ¥ 0 7T LD~ ANT U A — (L7 7 abE: 2011 4 4 H 22 AKX
P, HEEEEHE 2.7.6.4)

41) VESNEGPR SR BN RS — SRR E R E T BT 52 2 n T LAOEWEIRE— (L7 Y agE
2011 4 4 A 22 H&ARE, WiEEEHRE 2.7.6.5)

42) S IR SR ENREAER — TR E B E IC B T 2 = A v 2 u 7T ADEpYEE— (L7 7'
BE : 2011 4% 4 A 22 AR, HEEEEHMEE 2.7.6.5)

43) YA IR A BN RERER — S B IC B T A = X v 2 0 7T ADMyERE (HEE) — (L3
TaE 20114 4 A 22 HIKGE. HFEEEMREL 2.7.6.5)

44) WA GRS B e — S T BT A= A 2 u T LA0EWERE (KERE) — (L2
ZaE 20114 4 A 22 HIKGE, HEEEEHMREE 2.7.6.5)

45) MEHMIER IR BN RERER — = X v ¥ 1 7T AOIEYEhREIC LTS CYP2D6 s £ Mo i 8 —

(L7 Y7 madE: 2011 42 4 H 22 AAR, HEEEEE 2.7.2.3)

46) ¥fE4+ Thorough QT R — = A % 11 7T A DLMEE S RIC IE TR — (L7 7 o fE: 2011
4 H 22 AA&GR, HEEEEMEEE 2.7.6.7)

47) Chambers,C.D.et al. : N.Engl.J.Med. 2006 ; 354(6) : 579-587

48) Kallén,B.et al. : Pharmacoepidemiol.Drug Saf. 2008 ; 17(8) : 801-806

49) Wagner,K.D.et al. : J. Am.Acad.Child Adolesc.Psychiatry. 2006 ; 45(3) : 280-288

50) fEINE R} - IR D2 E MR

51) tENEE : R - BB ONRE RS- T 2 — 7 O e

52) tENE R : BBV AR FRER(X > B)(MT76862-1, M76863-1)

2. ZOMOSEH
AR L

XI. 3EEH

1. EILAETORFRER
AR L

2. WA BERZEES
DR L
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XII. &%

. EAF - REXIEICER L CERRFIMZ1T 5 1S H 1= > TOSEFER

AHEDHFRICEHT HEE - AHIITAKREZZ T TORWREICET 2RI E TN 5, AR

TEFEPHEL L TOWRVHADEZENTEY . HSETHRBMSIN T LIRRTETH LA

IR FEE LTHRER L TWD, EREES D RKEN 25T 2 ETOZREEFERTHY

MITHEDO AR Z7RT DO TIEAR,

Perd AR L « TR = A D IR GE G IR BHEENC R 2 A R T4 V2T % Q&A IOV T
(2D 3)) (T 9 H 6 B [EAG B ES - AfEHA RS - BRESRR F

B5Ei®)

(1) #3850
IRLAOTSLODEEIOMg T h—"]
WU
TAHR ST 50D 10mg [ h—"7 )

B i

O BRIRERIGE
SHERBIA 220 884 & 0, BEXIMFEEE (LABMILL I OML-2) THET 5. (n=1)

& PRI
A 1 25°C, 60%RH, 10001x (1 fHMST40 Hlx-hr A, 35 HMET 120 5 1x « hr

LLE), BADOBOESIZ3mm L FET 5.
B LT FAF I —L % Ty T TE.
(BB ICRIEELEIT, B (T T T A NLD NS TIVIETEST) REE TR

PRGASS

& BRI E KO T 5

- RBRIEE - SMBln=1), BEM=3) (R HEROEEE 100% & L THIE]D)

- BT L A BIRORIERTT TR TR L RGE IR T AGEE O BH OIS K OB TTIEICHEL 5.
Ptz RGN EELRE NGRSO bl io), EEEESMIE L.

|
5 RIS | WBRIAHE AL IERES 1 4 H#% 3 & H %
T2V ET ST A A WHEEOME | REDOHMEK | WHRADHE
OD #& 10mg Bot G (%) 101.7 102.9 102.2
[h—1T ] (F&17%(%)) (100) (101.2) (100.5)

IRAAOTSLODE20mg T —7]

TRAEA ST A0DEE20mg [ F—"T ] |E, =ATZa7T7A0DE 10mg [ h—7 ] EHREL
RO DR 3 LN &b, it DL EMIC DX E LTI A X a7 F A OD §iE
10mg [ F—U ] OFiREZ ZSRI7ZI 0.
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(2) Bk - BAMRUBEEREF1—TDEBM 5
W SRR
TALH ST A 0DEE 10mg [ h—17
TAHER T 50D 20mg [ h—"7 )

W ik
OEABROE R M A2 R E Y, FEAGRICRA L2 AN TER L2 i LiAts,

QOABE VT 551 CICRE LT BED D WITREAKEZFEARON LK 20mL WWELD |

vy 7 THUE, EALGREMIZ L7RRET b o MKET 5,
@UEAGZ FT 180 £ 15 TEEMIER L, FAEE - BBORNEBIET 5,

@DHAEL TV D Z L3RS S MIZ@ D FIE~EETy, FREAROLAIIHE 5 SHEKELO
DFNEZATV, FAEEDHERR S LZ@ DO FNE~ETr, & 5IZHEE LR WG E IO BRIE~TE

ie

ORI LR VEA T, BIRH LA 2 LB TREZ AL b0 BT £ < MARADL A
VBTN FE R ) . E R AR 7R L b DIz TO~@0
¥E4TH. BEREOBAIITE 5 HMKE LOOFIEIT S, = OFAICTHE - 18

LanWiga, BRehik+4 5,

OIEATmNOF v v T2V HA L, 8Fr OF 2—7 (TOFHFALND 2,3 ZKFIZ L, HEA
AT 2 S 30em DALEIZE v b LTHL) IZHDY ST, K 2~3mL, ) TRE K

L Z e,
OF 2 —7 Zi@its LI\ 2B L, i TmE Lk, pH2]ET 5,
ORI Z F = — 7RI T LA, S 512K 20mL ZEAZTHEAL, v Zie,

QN Z AR DOEAE, T2 —7EAD, WA TImRERIZOWT, G E ) RO EL

AL THERE T %,

@iEEMEIC TEEREREZE L2, W TF 2 —THAENEE S E. T2 — 7% 12Fr (2

ZHE L, BliEz %, ©~O00®RIELTT .,

W R AR H - BEER
Fa—7: (Bk) TOPHL ry 7B HIT—FTL (8 LN 12 7L o F(Fr)E & @ 120cm)
HEARE : () TOP#. x4~ 4 — KU ¥ 30mL ¥4 X
pH A—%— : WIGHEETR pH A —%— LAQUAF72

L EEES
W EVS L ‘
K9 55°C) | K
AREEE 5/ ChRAE L 7=
i 8Fr Fo—7 iR Fa—T 2l %
(REAMLIEED)
TAVHEOTT A HEAZRIC DI DTN HEAZRICDOH DT NI
OD #& 10mg! F—7 | Fers P B ILD RO LD
(B CRRE D R (B CRREM D R
TEXLOPMETHDH) *1 TEXDHRMETH D) *2
ARt pH pH 4.25 pH 4.27
RAEEE 54 CRAEE L7z
i 8Fr Fo—7 iR Fa—T 2l 5
TAVERT T A (REEZMLEED)
OD #& 20mgl h—" | et HEATRIZOHB DT NZRO HILD
(B CREMPHER TE LN METH D) *2
Hit% pH pH 3.94 | pH 3.91

*1: 3800 20mL THW Z 2tk BRI EA LR -T2
%2 1 BA1 20mL T 2 [PV 2 Ak, FBIFITEARICOZD TR D b
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2. ZOHMOEEER
HRIRK T 7 —~v At ERERE RS R — L=

http://www.kyosomirai-p.co.jp/medical/
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HEIHD SHE%E TR 52

K71 78 A EEEA S ek (HP-j128HS « GP)

B K2 H 07T A00DEEIOmE [F—U ] RO A% a7Z 250D 20mg [ F—7 |
% Initial (BRENE %) K OINES(25°C7T5%RH, 7 HE) T TRIEL 72 D

RER T BRIRICOWT, B—Z—h &y N TFBAMNIND LEZ LN D BB L OAR )
MK WEEBZ BN DE FEIZHERS L,

| i BEIC K 2% - RiIFOF

it R

TR HEOTT A 18H7-0 18mE 18H7-0 5 sgmiE
OD§E10mgl b—U 1 | J Bk B¢ % B e B

Initial 0504 | 0504 | 0504 | 0,50
25°C75%RH - 7 HI# | 0,50 1 0,50 1 0,50 1 0,750 1l
TAVE BT T A 1E8H7=0 1 sEak 18H7=Y 5 EEaik
OD§E20megl M=V | g bgr | RFE | REE | RFB

Initial 0504 | 0504 | 0504 | 0,50
25C75%RH + 7 HI#W | 0,50 1 0,750 1 0,750 1 0,750 1

(1 iR - KT 2 HB TR b LT SEAIEL 4 0 E)

TALHZa 750D B 10mg [ F—V | KO=ZA % v 77 40D 4§ 20mg [ v—"7 ) (3020
B LT, RTOERMBETHN - RITZFRD DMIKIL R0 o7,

BEHLEHICHEITELBEEIE -

A ENRREEEEIC DV TUE O T TIEd 2 3L B ST vy, B e —4%—h+& v MRS
DIERMNLELEEZZ DN, B FOEREZ VR THOICH, v—%—0ky MIEIL B2 A
THZENEE LYY,
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