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A 0D HE20mg [ h—U ) 1, ZNENOREBRIEE T, 1Z& A EELERD RN T2,




4 BaOREICBITAREN
IRAOTSSLODEIOME Tk—2]1 7
(GRBR L)
IR . 40°C, Y, K[UERA
A 25°C, T5%RH, #ot, B ¥ — LI ANz H D
Jt :25°C, 60%RH, 3000lx, ¥ —LIZANT v 7 THEEZLIZHD

BE B *1 ot
PR IE H BH AR
o 3 % A 3 % A 120 5 Ix - bir
R DOEREA Y D e
P P P
s HIFEN Bz L Bz L 27 L
HiF& : 95.0~105.0% 102.7% 100.3% 101.1% 100.8%
A& 0 *2
i3 g #A{k.7 = #Ak.7
i JEE N X (9P (LR ) X (P
s (B5E1H)
90N DL |- 50N 56N 30N 46N
RRYEME JHFEN Bz L Bz L Bz L
Vo JEEN e L e L e L
fHfxmE RN e L e/ L b7 L
%1 885 3.60 mm(PHEE)—3.82 mm(1 4 H)—3.79 mm(3 {4 H)
%2 : BON(BALAKF)—26NEAE N, 1 % H)—30NCGREMN, 3 A)
IRAATSLDE2 Mg Nk—2] 9®
(FRBR SR
IRJE - 40°C, #E, [UBERE
W 25°C, 7T5%RH, #t, Bty ¥ —VIicARZH O
o 25°C. 60%RH, 3000lx, ¥ —LIZANT v 7 THEELIZLD
. BE T *1 b
RERIEH BH AR
3 & A 3 & A 120 /7 1x * hr
REBDERRAY O e
(R (R (R
=3 HEEN B L B L B L
B : 95.0~105.0% 101.9% 101.8% 101.9% 101.0%
iz Bt pieiL | REBV L
(BIF)
s (BE1H)
90N b1 - 77N 78N 44N 64N
RRLENE JEEN e L X (g e L
Vo JEEN e L i L i L
fHxmE RN e L i L i L

%1 : $8/E 4.66mm(BAIAI)—4.96mm(1 5 ) —4.93mm(3 & H)

*2 : TINCGRAER)—36NGRMN, 1 & H)—44NGAEN, 3EA)

) TR B AJRBESRAIRT S - 8241 - B 72 AlOEEIRE COREMRBIZIC OV TER), Tk 114 8 A
20 H 2SHBIHH L 7z,




(R 2L % ]

TENE
4 i o Ty e
FRNE
7R = S B 3 39,3y 5 3 0%y 4
KoL | JRLDELE, RERERD | EIETH O | WRRTEH SOARROR | e
DT B E LR B EE o
Eleby | BbHR, BE L, BEERS | GRS TR 8% E gi;{;gk?’?gﬁfﬁ
GHr) | ROBEOZETHY . BUHEE | T HRIEROBE | TS T
W LTV BEA o
\ ; WEELH 30%5 .
s S R0 |\ S <
e OIS T | isisons | sir 20kt GONE | SISO
' O, oG

7. REERVBERROREN

BN A

8. hF L DEEEILL WEBLFEMEIL)
REMBIE ) — L DEREEIL Y
IRXRIAOTSLODEIOMg —7]

W75k
(1) HERBE

TAA ST HAO0DEE 10mg I h—"7] (188) EAREMEIE Y — (K& U1 (BL% 15mL))
ZEAL. BAEENOOEOFEL R LT,

2) REFEH

DRIFSRAE - RO AT IR, ERBOE T
T Aeze LTI FHAT T AR

PR AS

Q) HERIBER - A&
1) S8 BRI CHERR (Bdl, TR, B, IO A ) (n=1)
2) 2BV IZBW AR (n=1)

3) EE ks~ 777 +— (n=3)

WiER
s TR TE B A5
BRI e oy | wema
AT [RRENIERG 3 W5l t%
FRBR AL p N

» EoIb 1&%5@03? U “Gi =
TALHRT TN B < b < R ] ﬁﬁ%ﬁgﬁkn¢) AR TN s
OD ¢ lgrfg k= (QZE%%) B LE UEEDIZRB [l
? Gl (%) | RS 101.6 101.2 99.9
i (%) 100.0 98.7

9. AHM

(1) HBRVHERAZE 0w

TRAH T T A0DH 10mg [ h—TU | KRR &1 77 A 0D §E 20mg [ h—7 ] (&,

ESNTZRHBEICZENETNEAE L TWD Z ERHERIN TV,

5ok
ABRIK -
[RI#AEKC
BIEVE
PSR

;B REHRBRE O RUE)
K 900mL

50rpm
Wik~ 7o 7 4—
30 DT =D T5% LA Eo & 3@ A &3 5,

=
X

10



(2) EYErRIFE SR
IRAOFSLODEIOMg Ik—] 12

TAYZ a7 50D 10mg [ h—T ] (22T, [APTEREZ 58K OBMD 7= 8 DLW
HIRISEHRBR T A R T A ] ROTHEIEER L OEMHARSEWRBR T A R4 (OFhb,
Rk 24 -2 A 29 H BERFEAI 0229 % 10 5) (LT, TA FT7A ) IZew, wHRBRATT

ST,

() FRUERAN IS EE Th D,

<E SR>

PBRIE . pH1.2, pH4.0, pH6.8, /K

miEE ;. 50rpm

REBIHF : = A Z¥ 7 F 40D 10mg [ F—V |

pH1.2, 50rpm, /% KLk
SEHYRHIER(%) £ S.D. (n = 12)
120

100 - ® ® o B
80

o | —o—

=R (%)

40

20

0
0 15 30 45

5 R (45)
pH6.8, 50rpm, /X KL%
SEHEIRHER (%) £ S.D. (n = 12)
120
100 —O— R ERIUA

80

o | —eo— {5 ]

R (%)

40

20

0

IRF [ (43)

A . n=12

AL - X E

IEAERLE| . L7 Y7 abE 10mg
pH4.0, 50rpm, ~% R/Lik

FHHEH %) + SD. (= 12)
120

100
80

60

s (%)

40

20

0
0 15 30 45

W (49)
7K, 50rpm, /N KLi%E
T HER %) £ S.D. (n = 12)
120

100
80

60

TR (%)

40

20

0

IE[H] (53)

—O— ik R

—o— i HE R

—O— A BRI

—o— 1T AL

11



<WE LM >

AREFI R VRERFOFEYBHEOLE NFILE)

M e S IR R (%)

EIL e kBT IR | B FE e BEMEDO R EEAE | HE
pm) | Oy | mg | s

pH1.2 15 95.8 | 98.7 i

pH4.0 15 93.3 | 95.3 |1545LINICEY) 85% | 1

50 " Lo -
pH6.8 15 91.2 85.5 |LALiE ]
K 15 88.8 | 86.5 i
(n=12)

FROFERLY . TN TORBRKMETHA FT7 A4 OWHEHOFLMEOHELEIEE L, —

Ay H#n7Z 5 0DEE10mg [ h—U ] LAFERGH O HZEEY AL L T % &l L7z,

o T, b MBI DEWMFENFRIEERBREZITV, = AT a7 74 0D § 10mg [ h—7 ] 1%
FEVERL) & D AW PR R ENED TR S Tz,

IRAOFSLODE2 Mg k—2] 19
T2 H 755 0D EE20mg [ F—U | [ZOWT, [E8NEAR DO ERLE L) F s
PEREBRT A RF A4 ) CERk 24 -2 H 29 H 3EEFEAR 0229 5 10 5) (LLF, HA K71 V)

IZHEV, B N TTOEMFHFRSNER R SN2 A X a7 F A OD $ 10mg [ h—V ) ZiEH

B & LTS HY

PBRIE . pH1.2, pH4.0, pH6.8, /K

[EHR%L

50rpm

AERME| . =2 X v 7T A OD 8 20mg [ F—1 |

pH1.2, 50rpm, /% Rk
SRR (%) £ S.D. (n=12)

—=s

—8 oAl

—o— [EUELYA|

IRFFI(53)

pH6.8, 50rpm, /% RF/Lik
I (%) = S.D. (n = 12)

120

100

%)

40

20

0

80

60

30

45

—O— R BRRLFHI

—o— [ YERL|

E(53)

30

.
45

RBR 2TV, AR E Lz, ek,
A RTANTEY AKEEIZEEY LTz,

it

BRI -
FEAERA] = AL X T A 0D $E 10mg [ h—17 |

n=12
NLIZIS

pH4.0, 50rpm, /% R/Lik
FEIE %) £ S.D. (n=12)

120

100 -

80

60

W (%)

40 t

20 -

0

0

15 30
RERI(D)

7K, 50rpm, /N K/LiE

120

100 -

80 r

60

(%)

40 t

20 -

0

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

45

FERA(5)

BRI DAL S HOKHE L, T

—O— FRBREUA

—o— f L

—O— AR BR A

—o— FEHEILH

12



OFHBREFI R CRERF DO FBHEDLER USRILE)

ARBR S SRR (%)
BREC | e | DRIRRERD | BB | i FISEEDRIESEHE | HIE
(rpm) i (43) A A
pH1.2 15 93.8 95.8 1
- pH4.0 15 91.4 93.3 | 15 S LINIC Y 85% | 1
pH6.8 15 86.7 91.2 | BLLbiH i
VIS 15 88.0 88.8 1
(n=12)
QRBRIEHAICHE THHBEFDELDBHE (VS FILE)
ARBR S @) (b)

. BRI | pp | CTEELE | @20 % EEX LT -
s HERWE | R E%i{fg(%) +15%D 8z -5 ) E S e HE
(rpm) 2 4l (%)

pH1.2 | 15 | 92.7~97.1 | 78.8~108.8 0 BRI US|
L8 2 OB ERIZ D

W, RBRAIOF |

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

o L SR+ 15% 0 |

PHAEHEZ Db DN .

pH6.8 | 15 | 84.9~88.6 | 71.7~101.7 0 12 [ 1 BT i

T, *=25%DHiPHZ |

K 15 | 85.7~89.8 | 73.0~103.0 0 B2 28 O0RR0 1

(n=12)

OODFER LY T N TORBRGM CHIEEAEZ 7 U W8 23 [ % & 1E S iz 176> T
TR Zu77 50D 20mg [ h—U) & FEERH (22 %ve77 40D 10mg [ h—
T 1) 1%, EWFENICRETH D R ST,

10. B - I2E
(1) FEVRELGESR - O, NENEKREESE - AEICET H1FHR
RN

(2) a%
i 7244 AL RE NEE (BEE., FESUIEERS)
i%;‘/5 177 A PTP A%t 100 %& [10 $Ex 10]
ODF 10me 11 Aot | 8006 [HEAIAY]
T AEaT T A
OD & 20mg [ h— PTP 414k 100 #& [10 &% 10]
7|

Q) FREE
A L7

13



4) BHROME

k544 A e Mme
2L HATT A PTP ARV b= T
I D \
S PTP @¥ [ po— L TNI=T A R ZFLUT
OD % 10mg [ F— -
7 IR — b
R Tk . HEEAIAD) : R =F L
TARVEOTT A PTP ARV ke = TV
OD &£ 20mg [ h— PTP w13 e — TSI =LA R F LT
2 I %—Fh

1. BBIRES M DEHE
AR L

12. £t
LR L

14



V. JAEICEEY 4I1EH

1. MEERTHHRE
> D - D DRE. HEFRES

2. MEXFHRICEEY HEE

5. MEER I RICEHET HFE

(ZheetLiE)
51 HLoOHIDEEIZED | 24 LA TOHEE T, BESE., ARENOY 27 B3+ 25 Lo
WMERD LI, RANOEEZHTIz>TIE, VAT EXRT 4y FaBETHZ L, [8.1-8.4,
9.1.3, 9.1.4, 15.1.1 Z}]

(329" - 5 DIKEE)
5.2 AHF % 12 AR DORK 5 DIt EBE &R 5T 2 BRI IT#E S 2 HEICKRRFT 5 2 £, [9.7.2
Z ]

(= Tﬁh%>
5.3 #EERLZEEOZEIL, DSM * VDY) 722 W eI LS S EEIC I E L, FEUEA =3
BRI ORFEETH L,

£ 1)DSM : American Psychiatric Association CKE}E#[E %) ¢ Diagnostic and Statistical
Manual of Mental Disorders (FEfEEDOZW « figt~==7/1)

3. FiERUHE

(1) BERUVRAED#ES
WE., RAIZZ A X774 L T10mg 2 1 B 1 RAYRBHZICROZEST 5, 2B, 4F
i RIS L0 S E SRS 5 2% s 1 EM UL EORIRE A & TITV 1 B s H EIE 20mg
FEBzRNZ T 5,

(2) RERVAZEDRERRE - 1Bl
M ER e L

4. RERUVAEICEHEY 5EE

1. BERUVAZICEAET 5FE

71$ﬁ®&5gi%£%d@&@éi5 BEZLICERICBR LN LR T L,

1.2 IFHgReERERE ., mld . B CW&@Q@%%ﬂKELTbé ENHHLTCWD A
# (Poor Metabolizer) Ti, AZ|OMHPEEN EFH L, QT EEZEORIEHANFEI LT W
BENKHLT-O, 10mg & EIRETDHZENEE LY, £z, &ﬁczﬁ%ibﬂi%%@:lﬁﬁ
HEERSBEL, HREICKS5THZ 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. FREKAE
(1) BRERT—2 /8y —3
BAN- AP

(2) BRERZEIERER
PN

Q) AERICHRZRAR
U ERR L

15



(4) HREEAIAER
1) B3R ER

(329" - 5 DIKEE)

E N5 M ARG ER

KO OFRHEEREZGRLE LT, TRV AT I Ly 20E (22075486 LT
1 H 10mg X% 20mg). 77 AR XIS v F o EEetE kil (SaxtF o L LT1H
20~40mg) % 8 WIS L7-f%, TEFMEHE TH 5 Montgomery Asberg Depression
Rating Scale (MADRS) &R OZLRIZTERD LBV THY, = AT Zr 7T A (10mg
KON 20mg EAEE) D7 T wRICKT 2 EBEIN R ST,

B K OB BIEMORIERBBSEE X, =AL X a7 A 10mg # 58 7T 63.3% (76/120
Bl), =AZ 7T A 20mg FHEET 75.6% (90/119 ) TH-o7-, ERBEWERIL. 10mg
P57 CIREIR 15.0% (18/120 #1) . Hbs 13.3% (16/120 #1) . {FEMED £ 9.2% (11/120
) . 20mg £ 5-8E TILMEHR 20.2% (24/119 f1]) | HE.0> 21.0% (25/119 f1)) | FEMESD £ 10.1%

(12/119 f5l) TH o7z, 19
MADRS &Rt OR—R2 T A b OB &

MADRS L
LD b5
. . 75 REE L D%t it 2)
B 5B B Nz i PRI T
T4 REAMEE | S OEEETD | [95%EEX | piE
i ]
e 29.0 18.3 -10.7
77U | 124 5.6 +10.1 +9.5
10mg 190 29.4 15.6 -13.7 -3.0 0.018
JiEa +5.8 +11.0 +10.0 [-5.4, -0.5] 4)
20mg 29.8 16.2 -13.6 -2.7 0.021 *
| N
AA fiE3 119 +6.0 +10.1 +8.8 [-5.0, -0.4] )
o 29.6 15.9 -13.7 -2.8 0.006 i*
PAN
Preae | 239 +5.9 +10.5 +9.4 [-4.9, -0.8] )
. o 29.8 15.6 -14.2 -3.2 0.009
A FET A 121 +5.9 +10.0 +9.9 [-5.6, -0.8] D

1) Mean=*S.D.

2 WEHEZRF, N—2F A O MADRS A&t m A 4288 & Uiz Hostr
H3) /b ETEEE

H4) FEZEHY (p<0.05)

(HEFREE
E N5 I AE R BR
HARLEEREENGE LT, TRV T T A a2l (mAvZarI7 01T 1
H 10mg X3 20mg) Xix7'7tAR%Z 12 6E#EE LR, FEFLEE Th 5 Liebowitz
Social Anxiety Scale-J (LSAS-J) &ilAOE(LEIZTRO LB Tholz,
B R OB B OBIEMRBMEE I, =23 %175 5 10mg 58T 51.5% (102/198
), = AT X 7T A 20mg FHGHET 57.5% (111/193 #) Th-7-, E2EWEMIX. 10mg
T CIEIR 18.7% (37/198 1)) . HEL> 14.6% (29/198 i) . 20mg ¥ 57 TIMHIR 22.3% (43/193
). s 17.6% (34/193 ) Tdh-7=, 19

16



LSAS-J B3 O — 2 T 4 v b 0%k (LOCF)
LSAS-J -
O HIED) At
\ . 75 LR EEE DR
T S R T T
F4 1258 | D OBLEED | [95%[EHEX p &
Eill
o 95.3 72.2 231
T7EARE | 196 | s +97.4 +91.4
\ 945 67.6 226.9 3.9
ol 10mg i | 198 | 7 o +99.0 +93.3 r-8.3,06] | 0089
\ 93.4 60.7 '32.6 9.8 o
20mg # | 193 | " og +98.0 +95.6 [-14.5, -5.2]
¥ 7) Mean=*S.D.
TE8) HEEBERIIT-. ~— 2T A D LSAS-d A A R L Ui S5 MU
VE9) BT
1 10) 77 B REHIRT D AH] 10mg BEOEIMEDN R ENTZHEEITIRY . 77 BRI 5 AFH] 20mg £

DEBMEE T 23TH CTh o7 /ed, BENMTONR)N- 7‘_0

2) REMHER

(5298 - 5DIKEE)

ERNE OHERARGHER

KIODIFMEEEBRELNRLE LT, A XTI T AV a2 UE (A 27T 58 1L T
1 H 10mg X% 20mg) %k 52 MG L=/ R, 52 CHRMEISHMER S vz,
BN OBBIRMOBIERRBMEE L, =2 Xn7 75 10mg Xt 20mg H5HETIX
80.4% (74/92 ) T > 7=, ERRIER I, IR 30.4% (28/92 1)) . .0 23.9% (22/92 ) |
SAJE 19.6% (18/92 1)) . FHEMAED F > 15.2% (14/92 f) TH 7,10

MADRS A5t LU= T A D OB &
RS S MADRS &7t 4155 = 1 b
NR—=RAF A 92 31.3+5.5
8 W IRF 87 15.0+9.3 -16.5+8.5
24 A FF 79 10.8+9.1 -20.3*8.6
52 K 66 8.0+7.4 -23.0+17.6

£ 5) Mean=S.D.

(HETRES)

EANFENERLR SRR

HERLEERLE 2R LE LT, TRAVEZR ST AL 2U0BE (2232075482 1LT 1
H 10mg X% 20mg) % &k 52 WG LoibEF, 52 & THRIMEITHMERF S T2,

B R OB%BIEMORWERRRME X, = A2 Za7 7 A 10mg Xt 20mg 58T
60.1% (95/158 fiil) T -7z, BIEMOERIWEMIL, BIR 24.7% (39/158 f51]) . HFlr 19.0%
(30/158 f3) T o>7c, HBEEHNZIBWTHRILEN 10%LL EORWERIZRD bivie o7z, 17

LSAS-J At OR—RAF A v OE &
A FRE S LSAS-J &&tat 1 N b 1
N—2F A 158 95.3+19.5
12 141 69.01t25.1 -26.6+21.5
24 I 138 59.9+28.7 -35.6+27.2
52 HF 126 49.9+28.0 -44.8+28.8

7 11) Mean=*S.D.

17




(5) BE - WEAFER

ERNEIESEHE RARSHER

B OR D SFMEEEREENRE LT, TAVX O T T AV a2 VR (A XTI L

LT1 H 10mg X% 20mg) Z K 52 MG LRGSR, 52 8 £ CTHMWEITHER S 7z,

BLELH e OB B2 O BIE S B X, = 2 2 % 1 75 1 10mg X3 20mg % 5-#£ Tl 81.8%
(18/22 i) Toh 7o, FREIFEMIL, 0¥, BIREOELSE 22.7% (5/22 ffl)) ThH o718

MADRS &t M ON—=R T A L6 O L

S RE H S MADRS &7t #it6) AL RO
N—RF A 22 31.4+8.6 -
8 W If 19 17.1+9.9 -13.7£9.0
24 JHFF 14 11.5+8.5 -18.6+17.6
52 i FF 13 7.4+6.4 -23.316.6
£ 6) Mean=*S.D.

(6) ‘AmAIfER

1) ERARERE (—REARERE. FEEARERE. FRRELEEKRE) . 8ERFTERT—42
N—RHE. RERFTRERABORE

BRI L

2) AREHLELTERETFTEDRERITER L =5 -

LR L

(1) ZDih
B -L A

HEBROBE

18




2

VI. E3hEFER(ICEH 9 518 H

- REZHCEESH HIEEMXRITIL S
BIRAE e b= R0 AR EA] (SSRI)
EE : BEEDH LG OREE - HIREL, RIOBETRIZZMRT 5 L,

. REER

(1) YERARLL - ERKF
TR BT T NIERE e b= (5-HT) HERYIAARMEFE- ZR L, A ToMiast
5-HT IR ZFpit)ic ER-S¥ 2 2 &Ik v 5-HT MR AMIE LItD 2IEHZ RT3 %
55,19

(2) EEEFFTHHREME
DL H >1EH
O~ 7 ABRH KK ERER (2 33\ C BB R A 450 L 72, 2020
@7 v MEMWAEFA BV AET BT, A ML RAARIZ K VD L2 2 BRI IE IR
A NV AFEAfTENMY) & [RRR I [AE S H 7, 22,29
@7 v MEEMA L AETUIZEBWT, BET v FORAT v Mk 2 B8 TE) % Hn|
BE TR S8, HICKERS TIIEns g7, 29

2tr b= FEIYIAARREES

O7 v Mg+ 7 8 —LZ& MWz in vitro FEIZEHWT 5-HT BV iAAZHEL (50%41
X 2.1nmol/L) . in vivo IZEBWTH 7 v MRTEAREH OMifust 5-HT BE 2 LA X
7, 25),26)

@t FET IV R U AR—EZFEEMICBNT, =232 7FF 450 5-HT KT v AR
— T HERE (REABMMEEROLR) 1T/ VT RLF U F T AR—=F KR
NIV FT U AR—H L L T4 % 7100 15 K O 24000 5T - 7= (in vitro). 27

O 5-HT MR OMIE LI X W B E SN D~ 7 AOITEVZE L Z MR L=, VT R
T U AR R M OY KRS AR R DOIRIEALIC L 0 AR SN AITEV A LI A R IE X
7R3 77, 26),28),29)

@Dt NEOKREEMHROSZRHE, A FF v XV KRN T o AR—% (GF 144 F5H) = H
WEEBRIZEBWT, Z A2 77 MNIERET o ZBFERICKTH/BEERRBD b
D3, T DM O K FERAREYE O BRI K L CTUE & A EREEMEEZ IR S 72 o 12 (in vitro),

21),30)

(3) #EFRSIRRERD - FERE
BB L

19



VI. EYEhREICRd HIEH

1. A REDOHTRS

Q)

2)

AR EE 7 Mo R
R L

ERRAER CHER SN P EE
1) HEkE
R AN (CYP2C19 @ PM (Poor Metabolizer) KT EM (Extensive Metabolizer) 4% 6 f5)
IR T T Ay X a7 A bmg, 10mg. 20mg % R 0% 5 L7=, CYP2C19EM #f Clx
$5.1% 3.8~4.3 K] TRem MAEHIRE (Cmax) (T L, IR (te) 1% 24.6~27.7 K§fH]
ToH Y, Cmax XOMLHIREE-FEMdFR T fE (AUC) 135 &EICITITHH LT L 7=,
CYP2C19PM BEZ IS 1T 2 fig i A P i PE B RE I M O Cax X CYP2C19EM Bt & FRIFEE ThH
o728, AUC KOtz 1x CYP2C19EM BEDHK) 2 (5T o 7=, 3D

HA a5 G-I D S BN RE X 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£1.3 183=x70 24.61+9.9

EM 10 10.8£2.1 3.8£0.4 418+153 271775

20 23.04.3 4.3+1.4 8071282 27.4=+7.2

5 5.5+0.6 4.2+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 55.3£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

2) RE®E
R AN (CYP2C19 @ PM S, OYEM 4 5 ffl) (Z=A #1775 10mg % 1 H 1[0 21 HfH
AR O #% 5 L7-, CYP2C19EM #f. CYP2C19PM FEDWFHICISUNT & IME B 13 3% 5
[EIEIZEWVER & 12 EH- L, CYP2C19EM A Ci3# 5 15 H B £ Tz, CYP2C19PM BECldfe 5
19 HH £ TIZEEFIREICE L=, CYP2C19PM £t 21 HREIKEHREGHZIZEBIT D Cmax.
AUC KDty DWW L, CYP2C19EM B & Lhie U CTHI 2 @il Tdh - 7=, 3D

AR GBI EHRE T A —% (B5-21 A BH)

CYP2C19 Crmax tmax AUCo-24 tie

s A2 (ng/mL) (hr) (ng * hr/mL) (hr)
EM 26.8£6.1 3.0£1.0 5061132 37.7£7.5
PM 53.9+12.9 6.413.3 1094+ 266 57.8+14.7

(Mean*+S.D.,n=5)

£ 2)EM : CYP2C19%1/%1, CYP2C19%*1/%*2, CYP2C19%1/*3
PM : CYP2C19:+2/%2, CYP2C19*2/%3. CYP2C19*3/%*3
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3) MR E AR
IRAOTSLODEEIOMg Tk—"7] 32
TAHAOTT 0D 10mg [ h—U ) L L7 V7 0dg 10mg 2, 7 1 A4 —"—EIC K
DENEN 18 (A F 7T 08 LT 10mg) BEEEHAS FICHEAEERBR O#%E (k72
L CHIRA L OKTARA) U TR RZGRREZRIE L, GO EYEE T A —X
(AUC, Cmax) (22T 90%(EE X EIC THEHENT 21T > 72/ %. W itd 1og(0.80)~
log(1.25) DFFNTH 0 | WAID LY FH[F 2k 23 fER8 S T,

OAKZ: LTHIRA (b2 7 28 10mg (3K THkH)

(ng/mL)

20 -
o= I TAIA0 T LA0DEIOmg [h—"7]
—o— . LY 7 8El0mg

15 Mean+S.D., n=10

G 0O (hr)

EPPRE/NS A4

HEXT A—H SENRT A—4
AUCo-72 Crax tmax tise
(ng * hr/mL) (ng/mL) (hr) (hr)
TAYHu77 50D 5 10mg [ b7 243.5+41.0 10.99+2.05 3.0+0.7 23.41+4.37
L7 7 efE 10mg 246.51+44.1 11.41£2.12 2.5£0.5 23.801+4.19

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

M AE I NS AUC, Cmax 50D /8T A — 2 1%, WBR#E ORI, (RIEOFRRIAEK « K4 o
RERENEIT L > TR D ATREMENR B 5,

AEHFIDHFE/NT A — 2 ONBEREDOTFHEDERV 90%EFEXMHE
INT R —KH AUCo-72 Cmax

I D 72 log(0.9895) log(0.9641)

SO FED 90%(SHEX ] | 10g(0.9529)~10g(1.0276) | 1og(0.9168)~1og(1.0139)
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@K THRH]

(ng/mL)

20 -
—o— I TATA 07T L0DEEI0mg [h—"77]
—— L7570 10mg

15 Mean—+S.D., n=10

0 (_/ T T T T T T
0 12 24 36 48 60 72
¥ 5% OIRT (hr)
EYBEENT A —4
HIE/NT A—H BENRT A —H
AUCo-72 Crnax tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
TAYHu7 750D 5 10mg [ h=7 268.8t78.4 13.13£3.67 2.4+0.5 23.6214.01
L7 7 g 10mg 275.8+-82.4 13.41+3.60 2.51t1.0 23.611t4.44

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

IMHE PR FENE N AUC, Cmax 50D /3 T A — 2 (3, #ERE OIR ARHE OLRIEIEL « )5 0
AR RIS L > TRR DML D 5,

AHFIDHE/NT A — 2 ONBEREDOTHEDERV I0%EEXMHE

INT A —H AUCo72 Cunax

I D 7 1log(0.9731) 1log(0.9516)
SO FED 90%(SHEX ] | 10g(0.9193)~10g(1.0301) | log(0.9031)~1og(1.0026)

(3) s
BB L

4) BE - ftREOZE
NEBEOZE
fERERN (17 ) (AR N USRI B EIR I =2 v Z 17T L 20mg & Bl A5 L
72& & Cmax KO AUC [ZWHECHFHAIAEZITRD bNT, BRFEORBITRD g
o>l GHEAT—#),39
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2) HtRAEOEE
DT R2E20 TS5 LERVNRBROBRE

- TV (ERERFGESILE)

R (20 f]) lc= AL X7 T AEERO#EYS (10mg/H% 1 @, 5l &k
20mg/H% 3#M) L. &&&K5H (28 H) (777> 50mg (EINEGEHIE) %
PERAROEE LI X, TV 7T 200 Cnax LKOVAUC N ENFH 1.41 £, 2.07 fFIZ
EHLE GMEAT—%),39

- RFENL

fERER A (18 #) (c= AT X 17T A 20mg &V FFEJL 600mg % OFHRRO&KS L
L&, mAVEZ T T AR MFEVOEYEIREICEEIIRD Doz OMEA
T—H), 39

QIRIAATSLDZEIARTHSL 20T L (ARNRFET) AV HREBROE

s LiRATATO Y

RN (81) v ¥ ur7 5 40mg % 1 H 110 HEKERO#HES L, THEICLY
RAT v~ 50mg ZFHBRAOEE L&, X a7 T ANV RAT o~ O
BRI BIIRD beno T WMEANT —4), 39

AV NN

RN (176 ICv & ar T LaERERO#KES (20mg/H%2 7 HiM, 51X #iX 40mg/
H% 23 B L. &&&FG5H (30 H) (b V7Y T 4 0.26mg 20RO KELZL
X, A aTTLARONNY T YT AOEYERRICEEITRO b ol GMEAT —
5)034)

s HILNNTEEY

RN (12 6) 1T EBE 2 KEROEKS (100mg % 2 [Fl/HZ 3 A, 51X
ffex 200mg % 2 [Al/H% 3 HIE, 400mg/H% 29 H) L. 22 HH XV #urJ A
40mg & 1 H 18] 14 HEKEFRAROEEG LIz L & I~ e 0y ERe |5
RO BN ol BNEANT —H), 39

s kaFv—iL @OFIXERERRE)

fERERR N (17 ) (2> Z v 77 A 40mg KOV a2y —b (ROFNIENARIET)
200mg ZHFHARNKE LIZL &, 207 T AOMYBIEIZHEBIIRO Lo T,
Fo, Fhary— VBMRGREE AR N3 Y LD tmax (FERIE (D 2.4 KF
M, BMPE5EE 1.9 KEfE]) L. Cmax 2% 0.79 5K T L7223, AUC KO tue IZ[AIFEE T
bole GNEANT—%),39

= AV

fERER A (11 61) 2% e 77 5 40mg % 1 H 18129 HIEROEE L, 22 HEIZ
VAR Img FAROEKG Lzt &, X e T T AR IR OEYEIEICE
BIIRD SN ol UEANT —H), 39

s YFoL

fERER A (8 ) v X 7T 5 40mg % 1 H 10110 HREERODHERS L, 3 HEND
THHEFCTUF 7L 30mmol #1H 15 HEKEFAROEREL-ZEE, X TT
LR F U LAOIYBREIEBITRD b hole GMEANT —#),39

RSO OF HEED A
VIl 7. fHAEAER ] OEZR

2. EYRERINTA—S
(1) FEiAE

(2)

BN

Rz R 32 E SE 3K
BMER e L
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)

(4)

(5)

(6)

HREEEH

i, kel (FEEERRABME, MEHEIRROES)
g K72 U CARA K&V TR
TRAEa ST A
OD & 10mg [ h—V | 0.03047+0.00520hr! 0.02999+0.00426hr1!
32)
907 IR
MR L

NmBEE
fEEER A (CYP2C19 @ PM M (Y EM 4% 6 f§) (=A% 1175 A 5mg. 10mg, 20mg % Hi[A]
RAOFE L& &OHBNTORTEFE (Vz/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. RIR
EMERFIRE
TAVABRTTEADT VIR THDLU X7 T A 40mg &R 12 FICH B DK S L &
EDOAEMFHIRARIL79.5% TH 72 GHEANT —#), 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

mFEOHEEE
b Mo A Z 7T A (20~100ng/mL) ZEMNL7Z & & Bt L7z ERPICR T 5 i
BEAKARIIIT -ETHY ., TOEHEIL 55.4% Th-7= (in vitro, IMENT — %), 36
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6.

]

(1) KRB R BRI
TAVE BT T AEEIZ CYP2C19 IZ L0 T A TF IR~ S, £z, T AT bik~D
REHNTIZ, CYP2D6 XU CYP3A4 235+ %, 7 A FALIRIZ CYP2D6 12 L W 27 A F /11t
KA SN D, o, =R F BT T LO—EIT CYP2D6 HDHWIEE/ T IV AF o7 —E
WNCT AT b REBURERIC K VLS N A F 51 RIEDH D07 1 e A VR RICAH S
NHZERMESNTND, =277 A%, HETIhOEMICERINT®%, D
FE, HOIVIT NV u U BAKRE L TRTICHRESh D &2 55, 3740

(2) RHI“EAET S8 CPFH) OHFE, FEX
VIL 6. (1) FREHBALE O DS

Q) ¥EEBHEDEERUVZDEES
BN A

4) REMOFHEOEERVEMEL., FELE
R NIC = AT 2 a7 T AEBEH D WIERIER NG L7 & & D Cnax XOVAUC 1E, =X
vEuTT LA TAFMUEK, DT AFUCERDIRIZE ST, £, T A TFABED RF
PEIERIZ, =22 07T AHDH0IET A F IR LTy - 72, 8D

7. HEMt

10.

e A (CYP2C19 @ PM (N EM % 6 ) (C= A% 277 A 5mg, 10mg, 20mg % Hi[n|
BAafgE L&, #5% 168 Rl#%E TO R % u 7T LADpRFHEEERT, CYP2C19EM #f
TEEED 129~13.2%, CYP2C19PM RE Tl 21.2~21.9% CTh -7z, F7=. HEHKA
(CYP2C19 ® PM )y NEM 4 5 5]) (=23 %175 10mg % 1 H 1 [\ 21 HFEER 0 #
B L7z x, % 24 B E T2y 27T A0RPHHRIL, CYP2C19EM # T
I GED 17.4%, CYP2C19PM #£TiE 30.7% TdHh - 7=, 3D

S U RR—2—IZBT B1EHR
MYERe L

. ENFICEDBRER

P -L 2

BENERZETHEE

() BHeEEERE

TAVAOT T DTV IRTHDHY X7 T 5 20mg % BHERENME T GRERIKIEEE - 10~
53mL/min) L7 7 HNCHEERR DG L & & @R & el U C tie X 1.35 f5IEE L,
AUC (52 THIE) 13 1.24 52 EF L7, Cnax (BEHETHIE) . tmax X O VZ/F 1 2IFIF
FfREEThH-oT- WEANT —H), 4

(2) FrHgREEE S
T AL H ST A 20mg HERE~%E (Child-Pugh 00 A X% B) ORFEEREIE T % 8 4
WCHERR ARG Lz b x|, ITRSREREEOFLEICS U T AUC 28 B8 L, 3, 85 o i REIS
THEICBITS AUC 1, EFERAOZTNEN 1371, 1.61EThHo7z WMNEAT —H), 42

Q) =&
TAVZ BT A 10mg, 20mg KON 30mg * I &R FHERROKS L- & 2 oEkhE (14
i, 65~T3 %) 2T D Cmax (ZIEEIFE (15, 19~355%) EREETH -7, AUC K&
Wt 1 TFEEEE & i L T2 1.29~1.35 1%, 1.48~1.53 LA H D WTIERE LT, £
o, TAYEBR T 5 10mg & 1 H 1[0 21 AFRERAOES Lz L X omEima (18 5, 64~
80 %) IZBIFDTZ AL H T T LD Cmax X ONAUC 1%, FEmElnE (18 5], 23~35 %) DX
134 1%, 1.50 fHIC R Lz GMEAT — ), 4949
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4) ZEYRBBEROFENEGHICRIEBLTWEE
1) CYP2C19
MVIL 1. (2) BRARRER CHER Sl OHS R

2) GYP2D6
TAVHEOT T AERERERNE D& 5 OITERRNEST Y L= & &, CYP2D6PM (2
BT 5 Cmax LONAUC 1Z, 8 f5lH 1 1T CYP2D6EM (2B AHEOFNF 1.2 2% 1 1.3
fETHhHoT=75, o 74 T3 CYP2DGEM & FRRE Th > -ONEANT — &), 45

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

1. 20t
LR L
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VI Z&% (ERALOFEF) (CHYTLHEE

. BERBELEFDOER
E STV

e

i

. BRABREZTDEH

23S (ROBHEICEEBRELEBENI L)
1 ARFNO R x LIEBUE OBEERE O & 5 B
2 T UMEEESRE (MAO) MHEA (BLXY UHEREE, 79X U A Vg, 7 4
T RAVEEE) 2G5 H 50 IERGH1E% 14 HELDINOEFE [10.1, 11.1.3 ]
2.3 VY REHEGFOEE [10.1, 11.1.4, 16.7.2 B ]
2.4 QTIEEDOH 5 HBHE (e R QT IEREWRESE) LMK (torsade de pointes Z&Te)
DEN QT MEOBmMERERE ZE -T2 ER”H 5, ] [8.7, 11.1.4 ]

N NN

- DRERIIHRICEET HEE LT DEH
(V. 2. ZhEESUIZNRICBIE§ H7ER ) 22T 52 &,

. REZERUVAEICEHEY 5IE LT NDEH
V. 4. HEAOHEICEESIER] 220 T5 2 &,

. BELEAARMEE L ZDEH

8. EELERNIEE

8.1 2 DI E R T HEFIIAASELH Y . BEEKOBZENRH LD T, 20X 5 eBHIE
BRSO 52 AT ABICITHEE OWRER IFRED L L 2 BT < Bl
5z L, [5.1, 8.2-8.4, 9.1.3, 9.1.4, 15.1.1 Z#]

8.2 Nz, HRlR, BUE, N=o 7 RIE RIR, SRIENE, BUE. BB, EEME, T TG
PPEENANFR, R BURERH L DOND Z ERWME SN TWD, £, KEBEKRIZA L TIX
RV, TS OFEIR - ITEN A Sk LTZEBNIC B W T, R R OB T AR SRS, HEEX,
ETAVRRME SN TND, BEORERWREOELZEERSBIET L L LI, 2hb
DIEROEENIE I NG, REEAZEEY T, harlE L, PIET 572 Sz
WEEITH Z &, [5.1, 8.1, 83, 8.4, 9.1.3-9.1.6, 15.1.1 &#]

8.3 AZAHMTORERMAZL -0, BEEMNAED LN DL BE LT T 5855121, 145
DT A E R/ NRICE EDDH Z &, [5.1, 8.1, 8.2, 84, 9.1.3, 9.1.4, 15.1.1 ]

8.4 FIREICHRSESHZREX, W, LRV, BRESMES OFTE) O Z b M O JERER B LA
HHbID Y AT FIZONTHoit 21T, EM & BEICEKZID A LHoEET 52
&, [5.1, 8.1-8.3. 9.1.3-9.1.6, 15.1.1 &&]

8.5 IRG. EWERHHPLNDHZENHLDT, AKFFEG T OEEITIL., BB O EER G
O A B ET DRI P EE ST L 2 L,

8.6 HHIE (B#ARDHIL) Ik, R, Bl BE FEMED EV, S5EE. R & OVED
ENHOLDOND I ERREIN TS, BHEZHIET 256121, 2280k ZkET, BFO
REZBE LR OHRAICHET S Z L,

8.7 AFIEEIZLY QTIEENHA LN TWD Z &b, LIMEREEZ AT 2 EEF I L TL,
AHN OG- % BtET 2N OIME ROREBIZEREZH D Z &, [2.4. 7.2, 9.1.1, 11.1.4 &[]
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6. HENHREZAYT VEEICHT IR
() &fHE - BEERZFDOHLEE

9.1 AHHE - BERZEDH L EH
Q11 ATERZRITVRIDHZEE
[7.2. 8.7. 10.2, 11.1.4 ]
(1) ERHLGHRIREDFAEBIRIEIZOBREFEOHLEE
(2) 5 -mELFEDEE
(3) 1&EH D LMIEDEE
9.1.2 CYP2C19 M;EMAELRMICRELTWSESE
[7.2, 16.1.1, 16.1.2, 16.5, 16.6.4 ]
9.1.3 BRSEXIIERERDBEEDHLEE. BRSEDHLEE
A&&E., BREHRGLbND Z ENH D, [5.1, 8.1-84, 9.1.4, 15.1.1 &[]
9.1.4 &5 OKEE
s BRENAS LN ZENH S, [6.1, 8.1-8.4, 9.1.3, 15.1.1 &J#]
9.1.5 DB/ EMNEEXIIMELFAENERDH S ESE
KRR MEES 5 2 L3 H D, [8.2, 8.4, 9.1.6 BH]
9.1.6 HEMELASLVHERETZETLESE
FEAER M EST 2 2 235 5, [8.2, 8.4, 9.1.5 &[]
9.1.7 TAMTAZDEEHERBEXIEIINoDBEROHLESE
FERIEA R -T2 b5, [11.1.1 B8]
9.1.8 HIMNERMEEZEHAHEFRNEHALTLWESESE, HMERXIEOEZERDH S ESE
HIMAE R AR T 282 nAdH 5, [10.2 B
9.1.9 FAEBAKRNEDESE
RIE EHZEZ L, ERBNELTI28EZN00NH 5,
[AZE%]
9.1.1 QT FEIRRIC R 3 B 82 &
TR 117 Bl %5 & UTe 77 B AN B B M HEGAER (Thorough QT #5k) 123\ T, QTcF
DR—=AFT A DB bE (F72ARHE) I, =2 #7724 1 H 10mg &5IZBWT
4.3msec, 1 H 30mg #5*12|28\ T 10.7Tmsec TH-7= (FFEANT —#), 40
QTcF OR—2F A 2 int DEE (772 RMIE)

FEAI QTcF (90%f5%EIX[H]) (msec)
TAVZr7Z A 10mg/H 4.3 (2.2,6.4)
T AL AT A 30mg/H 12 10.7 (8.6, 12.8)
EX 77X 400mg/ H 9.2 (7.7,10.7)
H12) AANOARAEROCHEIX, 1 H 17 20mg FTORAFLGTH D,
(2) BEWreEEEE
9.2 BHefEERSE
9.2.1 EEDEBHIEEENDHLIESE
ARNO7 VT Z o APMKT L, MPREN EFT28F003H5, [16.6.1 58]
[f7E%]
VL 10. (1) BHREfEEEE ] OHES R
Q) FigrelEEEE
9.3 FrieefEERE
KFND7 VT Z o ANMEF L, MPEENEFTI2RB8ZARH 5, (7.2, 16.6.2 ZH]

[fiEE%]
[VI. 10. (2) JFHEERREEREE ] OHESR
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4) £hERexHT 5F
FRIE STV R0

(5) 4Eim

9.5 1%

IR SUFHENR LTV 2D ATREMED & 2 e MEIZIE, T8I LR SIENfERE L RlEl 5 Ll b
GEILORFEETH b,

9.5. 1 G ATMERER (T > M) IZBWT, HRREELBZ 28 WEEICL 0 RIEEE (K
EEA . BALEE) K OHAEROREROBMARD bz, 2B, 3ER (7> ) B
WTC, MEFTERIEERD BTV,

9.5.2 AFIDZEIKRTHL VX7 T LOEBEEFEERRR (7 v M) 2BV T, LliERD
FE 2T DI OGRS Sz, HiBRICB W IR bk o iz,

9.5.3 IEIERINCAH & 5 iEho> SSRI, SNRI ##5 S izidimh b A L= HA Ik 0y
T, ABEHIMOER ., MERGHE), REREEZ LI L T 5, BEDUENR & [FEROFERAS HPEE % 1
bbbl ORENH D, WRFTR & LCiX, MWREE, 77/ —8, HEl, %E, (KR
REREE, LR, R, RIHEE, ARORIKT . A EERETLHE, RONTUHE, Rk, Ko &,
SR FigitE o E AHEShTn b,

9.5. 4 AN OETFRHEICENT, MIRFPIZAFIOZ IR THLIZ 7T LEGiefho SSRI
RGN EE S A LB AR B B ESE D U A 7 3 EE L 7
EDOWENDHD D48, ZDHH 1 OOFETIX, IR 34 BLIRRICA T8 EIRICB T 58
A WESEE i S i ERE TS AE D U A 7 b, R B OB 5 TlX 2.4 (95%FHEHX ] 1.2-4.3) | 4F:
WRFRH R ORI OFK 5 Tlx 3.6 (95%(5HEIX[H 1.2-8.3) THh 7249,

(6) =7Lim

9.6 RELIF
1B EOFRMER ORARBOR R Z BB L, KAOMKE TPz e+ 252 &, & M
HP~BIT T2 LhmEShTnD,

(1) MR

9.7 /INR

9.7.1 NEZEZ %G L LI R L2 R & U7 BRI I LT,

9.7.2 WA CHEE X7z 6~17 DK D OFtEREE (DSM-IVIZEIT 5 08H) BEaERs L
7T R GBOBEERRRICB N T, 6~11mOBE THIMENHER T RN -T2 L ORENRH
%49, [5.2 &M]

(8) =&

9.8 &
FARICEELTC, BEOREZBELRNS, HEICKSG T2 L, @inE ToOERYEhERER
T, IMHEENEVEA DB 5 TW5, [7.2, 16.6.3 ]

[f2ER]
[VIL 10. (3) @Eiind) DEESM

7. HHE/EH
10. #HE/EA
AANTFIC CYP2C19 T &4, CYP2D6 & O CYP3A4 HAUHHZIREIH L Cu5, [16.4.1 &
iy
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() GREERLZNER

10.1 BHARZE (BFRALGWC &)

FEHIA BRPRIER - 18 715 HFF - SRR+
T 7 UBBEEESE MAO) fHE B e F=EBRER S bbb 2t e b= O HE
7l ERDHDH, MAO HEAIZHEGHH| S, MNtEr h=2
T LX U R HUNIEE IR 14 BRIDNORBIERE E D EE 200
T E— BB E LW b, 2. AHI| D,
FH XY A UERIE BeH%I12 MAO [HERZ#& 595
VA e, 14 HELL EoMEZ &
W7 4 R AUV 5k,
7 4F
[2.2. 11.1.3 &H]
EEY R ARDOTZEvIKTHDL X0 T T BFEFIARATH S,
F—F v LAEEEYREDOHHIZED, QT
(2.3, 11.1.4, 16.7.2 Z] FEENBLT- & DOREND D,

N5

RN (26 ) (v 7Z7 A 40mg % 1 H 1811 BMEROES L, &&E5 R (11 A)
ICEEY R 2mg 2R OG- L& &, VY FOEYEEBICHEEITGED bl Tz, —F,
PFHERED QTe X & ¥ FEIME 515 & lhA_RFRICIER Lz (QTe D _X—R T A b O bE : ff
FHIF 9.6~14.1msec, HAM#F HHF 2.1~2.3msec) (FFEAT—%4), 39

(2) HRFELZNDER
10.2 EREE (BIRISEEYT S L)

EHIA B RREIR - FEIE 515 BEFF - SRR
tr b= EHZE toe b= EEREOEe b=V KRNI P = FELY
[NDR =31 TERIC L DIERDR S SN D Z AR EER 2/ T 57
A< N T B anIBENRDD, ZnbOEYEHAT IO, FHICLD, Eu b=
& BRICITEZE A +01TAT 5 2 &, HER RS S Z &R
B b= FELD A A H5b,

RH. 2= 7]

o h=raiiE (L-hY
N7 7 y) GAERAISOIRMNE
hZ~ R—/ VKl
YUK

[REE Y F 7 L
A3 A XY VU (St
John's Wort, > h g —u
X U—b) GHE/M %
[11.1.3 &[]

ATFNTFF == KNEA KT AFNFF == LA

W (AFLo7N—) WK Fn#iE MAO [HE/EH

[11.1.3 ] EHT DD, Bu b=
TERNER I NS,
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=BRZRHL D OH
ARG 11/ 30

ru 7T I UERRE
SN T R
7 x ) FT VU RPUREARA
YA Ry
TFuT ) RHUEAE A
»a Rl R—)u
PUAEERRA

7 VA = REEREIE
a7z ) R
[16.7.1 ]

T B OIRAN D A g EEAS B A
LBEENRHLDOT, ZNHDOE
HzpEd o lEEToZ &,

KRFNH Z B D HF DA
HEFE TH D CYP2D6 %
ERE=ae B ANl N N W
Zbhd,

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

A N7 aa— Lo RN S
THEBENWNHHLDT, A Mo
n—)VEWETHREEET S
L

KRFND Z B O HF DA
#EFE TH D CYP2D6 %
ERE=a B TNl N N W
Zbhd,

AENIO ML FIREN EFH-$5BE

TG TTI—)L
Fru vy ERRE
[16.7.1 ]

WHDHLOT, AFlzHET DL
HETLZ &,

VATV VAT VU BARF O

[16.7.1 &) NHDLOT, KEEWET IR E|BFEELNEST DI Z LT K
HEITDH L, LHEEZLND,

FAT T =) AANO M A PEE N EH T DERZ| 215 O KN ARF O

HEEE Th D CYP2C19
FRETLHZLICLD &
EZz2 55,

UNT U TN
[16.7.2 ]

AKEIDOZ2IIKTHDHEu T
LEULT 7 U EDPERHICEK
D, L7z l)oro7obla e
VIR R (R0 5%) Lo &
DHENDH D,

AEN O G 2GS L < EH IR+
VY o S = B N = I el =
HEICE=F—T5H L,

I AATH 5,

H I A A 23 HE 58~ 5 BEA
FEER GBI Al

Tz ) FT VRGO A
=BRARPT D O

TAEY VEDOIFEATa AR
FPRAEH
ONT 7 U HY TN
[9.1.8 &R]

Yiray

i

HMEA MRS 5 Z L3 D 5,

SSRI D512 X v ffi/K
BEEREDHE S, 2D
DOIFH EDOPFHIZ LY H
Mg A AR5 2 2 &2
b5,

7oL a— (fRiE)

ARFIR A P IXEGE 28T 5 2 &
PE L,

LD > SAITIEM D
G STV D,

QTR Tz enmbnT
U5 A
[9.1.1, 11.1.4 /]

QTIERZEZTBETNNH D,

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

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

VIL 1. (4) 2) PFHZEOEZE] ©

O r7oo—iL

HZ

fEEERR N (15 ) I AT X a7 T AENERDHKE (10mg/H % 1M, 51X #Hix 20mg/H % 3
TE) L. &5 H (28 A) I2A P rE—/L 100mg R A#KE L&, A R Fono—
D Cmax X ONAUC NZENEN 17514, 2.27FIC EH- Lz UEAT—%), 39
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OLVAFDY

fERERA (16 6) 12 AF T 400mg % 1 H 2015 HREIXERD&HES L, 4 HAICZ AV X~
T 5 20mg OB OEREG L&, A X 07T LD Crax [ITEBIIZRD LR T208,
AUC 28 1.72 fFIC ER- L7 BEAT — %), 39

OF*TF5Y—L

fEEERR N (16 ) 1A ATZ > — 1 30mg # 1 H 1016 HIERO#&KSEG L, 5 HRIC=AV X
077 5 20mg AOFHROKEG L&, TR AT T LD Cmax ([ITHEBIIZRD SR T-
23, AUC 2 151 5 EH- Lz GREAT —%), 39

OI7IL27) >

fEFER A (12 6]) (2 27T 5 40mg 2 1 H 1[0 21 HEREROKS L, 15 HHICYL Y 7
Uy 25mg ZOFARAEKE L&, S-ULT 7 U KRR -UILT 7 U OEYEIREIZ 2 TR
oot o, JHHEEO 7 7 b B URHE OR KM (Rmax) KOV 1 o o B R -1
MR FiifE (AUCer) 12UV 7 7 U o BB IR A~ BTN L 72208 F O8N O T 8 1 Tk
TH o7 Rmax LN AUCrr : HF I 26.7sec KO 3260sec « hr, HIEF 5-8F 25.1sec & T 3098sec *
hr) (UEANT—%), 39

8. El{EHA

1. 8l¥ER
ROBIWEH R E b D Z <E7?)§E§?)Z>0)T BlIEA 71TV, BEPRD ONIGEICITRYS
ZPIET 57 CEUI R ALE AT T

—~

1) EXLGEMER & HER

1.1 EXAZEER
11.1.1 =% (0.1%)

[9.1.7 /]
11.1.2 FiRIRARILE DA BEE D MERERE (SlADH) (%f“ﬂﬁ)
7 MU o AIMSE, R, EBRHoxm, FREREE, 5L, 2R, R, KA ED %l)?

RIVE AN A o7 WAEAERE (SIADH) 75%)6%92%%6 ERHDHDT, BENBD N5
TG EH IR L, KOBIROHIREEY) 2 AEE21TH 2 &,

11.1.3 &0 h—zrﬂiﬁ (B FEASH)
Az, B, BE, R, I4 7 n—X A, GEEOte F=UEBEBRERAHLDONDZ DD
%Z) e = /ﬁfﬁﬁik@ﬁ?ﬁﬁﬂ%% WCRBT A REE N E < b 720, FRICEETDHZ &, B

DRDO LN HEITIT G ZFIE L, KOoMiaEOSGEHE & HICHEYRAELZIT) Z &,

(2.2, 10.1, 10.2 Z ]

11.1.4 QTERE GEEAR) . 1(DE4HE$E (torsade de pointes #&ET) (BEEERHH)
(2.3, 2.4, 7.2, 87, 9.1.1, 10.1. 10.2 =]

(2) ZnthoEI{ER

11.2 Z0ftbDEI1ER

5%LL E 1~5% AT 1% AT B ASHH
PR TR S MEJJIE ., TRIE, B,
BEER N HESE YR ST. (REEHY

. RERED
Bip. Wi, R, F\ T 7 4 T % V—K
5 FE Jia. I AE TR
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FIRQ2.6%). B 0. FE. |7 0007 . WEREE. <= 7 5. W
PeoE, B (AP . R BES (GBS AT [EHAE, S, )
BEHAR. SHAIPE RS, Rz, GEELIRIE. 3. RSB, BEA
g (BB, B, BbEXDORS . VAFRI—,
R 1) BERCE (B VY REBREE, B h
55)  HENG. ) R A A
B EELY
E20.7%) . 111B|EE Rk, AL IR . 2. BAOT
Wil SRR, M. [, WERE
En
R e IR ME . QT i Bk, IR
TRILERIBD .~ I 27 | g (BEDR L.
Uy M. ~E ST TS )
i B, BRI,
R BN i A
. B
AST-ALT-Al-P- 4
- v-GTP- U e
Tl O EHFEDORE
AR B
e o B ER . . 8
WA R D, ZbiEy
R - DEDRERIE. B (1| R DRE. R (PRl ieie . el
A B BpbE. SPESREE SRS, SR (%
EHRMESD E Vv, | R IE . BRRE B . A e . T
S, ZiHE £, aLATFa—) F
N L PR IN
Ot T ILIFIR . R
w&. BT, AU, B
B, SRR

9. BBERRERRICRITTEE
BRE STV
10. BEHRE
13. BE&5
13.1 fER
HEIMZB T, AKI 1000mg Z 82 D ERENREIN TS, £7-. Az mERE LT-

4t

BHIZBWT, BEFNEIN THESNTWD, FAMERE LT, FRMRESE (DFEV, &
B ORZZ, fER B bo b= UOEMERE, R, BEE) . BHIBREE RO - TEMESE) . D
s (IRME, k., QTIEE., AHEENR) . BAFE K OUKS/NT v ARG (Kh U U AMSE, K
FRU U AMSE) ERREINTHD,

13.2 i@

B 72 fREANT I ST,
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1. BRAEDEE

14 BREDFE

141 BERIRFEFOEE

14.1.1 PTP @25 DAL PTP > — bWV H L CTRAT 2 X5 EIT5 2L, PTP v —
OFRIZ LY . WSS EERRE A~ L, IR Z28 2 U CTHBRIAR S OEE RS
BHEZRRT D 0B D,

14.1.2 AKENTEHEDO LICOV TR ZRZE IS5 ERET 5720, KL TIRAMTETHD, F
7. KCTHRHATHZELEHTE S,

14.1.3 AANTE = F EORRETIT, KL TIRAIERW &,

12. ZDMDIE
(1) ERERERICE D < IFH

15.1 BREREAIZE D <&k

15.1.1 M5 CEM SN KD DIRMEEEORBMEBEZE T BEEZMNG L Lz, ARlzET
DT D SHN DRI 7 Z & A% B REBR O Bt RIZHBV T, 24 3L F OBE TIX, B
SEXEEEMOBBLDO Y 27 03515 DA GHTT 7R L R L CEiroT, 72, 25
WL EOBFEICBITAARAELHBEROFBEDOY 27 O FRITERO LT, 65 bl ki
BWTITZDOY 27384 Lz, [6.1, 81-8.4, 9.1.3, 9.1.4 &{]

15.1.2 T 50 mklh EA MG IM S T2 O FA IV T, IRt e h = FEY
IABPERI R R =850 0 DAl Z Gl o SRl G SN BE T, B0 A7 B8 B L
EDOWEND B,

15.1.3 A C I SN ERIRRBRIC W T, AR Z SRt r b= B AL HERIN
R 2SS, ZHRICEEL 52 D AeEr s S Tnd,

(2) FERGAREAERICE D 1B

15.2 FERGPREABRICE D < 1F#R

15.2.1 v MNERGHEERABRICB VT, AFIRG%ZIC, DEE (OFRIZESL S okl
ARE) \ZXDHENEDLNTND, LEMEIIAR]D Crax (ITEFELTEETILDEEZD
. BEOBEIZESIT 57 v M O'e MEZEOTEHEIIK 8 fF LRI TV,

15.2.2 7 v MNXERGHEERBRICIH VT, AFIRG%ZIC, i, R EEEXOREIFICY CIREE
(CREE T S AT R CEBMICERS D DRI~ 7 1 7 7 — P OEHE K Ol 022 fa{k) 2
BOLIN, ZNHOFTRIZE MBI 2BEEL Y HIRVIBEE L VRO O, IREIZL D,
U U NREECBE T D AT R EIE L,
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X. JERRPRFBRICRE Y IR E

1. EEHE

Q)

(2)

)

BEh BRI A ER
[VI. GBI DA ] OESHR

R MEIBRER
BAN- AP

F DD ZEIBRER
BN - A

2. =HHER

(M

2)

®)

(4)

®)

(6)

)

HEREEMHHAER
MU ER e L

RERS SRR

VI 12. (2) FEEGRRBRICIES R DA

EEHIEHR
AR L

1A BRI
AR L

ARERAE SR
VL. 6. (5) #tm] DHEZM

RIS B
AR L

ZDMDEKEMN
PN L 2

ZRE

Z N
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-

10.

HRHX 2
A

X. EEMEIEICET 4I1EH

ZIE N UlyE i Sk
) EE—EMHEOLTEICLIVENT L L

AT

- AZHIRE

3

. BENRETORE

ESIRESES

. RO EDEE

RE STV

. BERITEM

BEMERLTA R H

<FvhoLsy : f

Z OO BE T ER - H

. R—m% - RxhE
L7 %7 v E 10mg/20mg, = AT ¥ 177 AfE 10mg/20mg [ h—7 |
< 9P - D DORRRE>
Na X FUEME, B N7 Y R, TR F Y v b A BRI,

[A]l—pk sy :
EESIE S

TAVEOTT LY 2 UlRtE  BEK

SNAVAVEY, TanXbF UEmRE. VLT T R
R T 77X UHERRE
<fEEAREEE >

NRaxtvFUEBE, JVRXY I~ LA UERE

. BEFfEEFAR

2001412 H 7 H

- RERTRDEABRVARES, EMELRFEFAB. REFBFAB

T2LH0 755 0DEE10mg [ F—V )] RO Z 075 50D 4§ 20mg [ h—U |

2z

. R IR TR N AT FE AR HR7EBR A
S £ A H ARES £ A H % A H
TR HEa ST A
OD % 10mg [ h— |2022 4 8 A 15 H | 30400AMX00343000 | 2022412 H 9 H | 2022412 H 9 H
7 |
TR HEa ST A
OD % 20mg [ h— |2022 48 A 15 H | 30400AMX00344000 | 2022412 H 9 H | 2022412 H 9 H

Y LR

. PIEEXRIBREN,. RERVAELEEENFOFABRUVETDORE

BEEKR. BIEBRARFABRRVZOAR

BARRNA
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1. BEEHRE
A% L7

12. REHMGIRICET S1F®R
AFNE, B D WG HIRIC BT D HIBRIZED BT,

13. £Ea3—F
JEA B (ERlIESE S HOT (9 47) L7 hER
W24 FE A FEVEI L a— R £ WLER S 2T I
Esgga—F | (YJa—F) 7 a— ]
TAEZa ST A
OD % 10mg [ b— 1179054F3041 | 1179054F3041 129228202 622922801
U |
TRHEOTT N
OD #£ 20mg [ F— 1179054F4048 | 1179054F4048 129229902 622922901

V)

14. RIRHBHLDEE

AANTZHRN EOBRREELTH D,
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1.

X 1. XX#k

5| A >THEk

1) tENEE: nEEER (OD £ 10mg) (M74921-1)

2) AEPNER : nEEER (0D £ 20mg) (M74922-1)

3) tNEEL : BHIRFRER (OD # 10mg) (M74921-1)

4) HNER  BEERFHER (OD #& 20mg) (M74922-1)

5) tENERE : wEERER (OD £ 10mg) (M74921-1)

6) FEPNERL : wiEEERER (OD £ 20mg) (M74922-1)

7)) FENEERE  EEERRREIC BT 22 EMERER (0D $ 10mg) (M75632-1)

8) FEWNEE} : MEARREIZ I e EMERER (0D $ 20mg) (M75633-1)

9) fENEE: BAEZ LB (REMBE Y — L ofidEd21{k) (0D $& 10mg) (M76860-1)

10) fEPNEEF - B EER IR HEBR (OD £ 10mg)

11) #ENEEF - BB R (OD £ 20mg)

12) *EWNEE B PR SRR EHRER (0D #& 10mg) (M74659-1)

13) RN AR SRR  EHEER (0D & 20mg) (M74660-1)

14) AERIGIEL MR — K5 DRMEEREICRBIT 2 77 v R RO S n X F o 25 &
LA R O etomat— (L7 7 0 §g:2011 45 4 A 22 HAGE, HigEEH % 2.7.3.2,
2.7.6.8)

15) fEERLREICHT 577 AR (L2 %7 28 : 2015 4F 11 A 20 HARE., HiEEE
WL 2.7.6.1)

16) E#IBG B — K5 SMREERF BT 2 BHHR 5O LOFEIEORG— (L7 Y7
2 EE - 2011 -4 A 22 HKRR, HEEEEMIEEE 2.7.3.2, 2.7.6.9)

17) HEERLEE T 2 BM%GRBR (L7 7 a8g 0 2015 4F 11 H 20 HAR, g
2.7.6.2)

18) EilihE = B 5.3 — K 5 DY PEREE BB T A E R G0 ReM. AR Oy e o
BEt— (L7397 mdE: 2011454 A 22 HAZ, HEEEMYEE 2.7.3.2. 2.7.6.9)

19) 1ERBERF (L7 ¥ 7 adE : 2011 45 4 A 22 AARY, HFHEEEMEE 2.6.2.2)

20) HHFRER — 5 SWET VR ORZEETT VBT 289 — (L7737 mde: 2011 4 4 A
22 7GR, HESEEHMEEE 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) FEPERER — 7 v MESIA ML RAET VOTEIERICKIETEE - (L2737 afE: 2011 44
A 22 HKFR., WFEEEMEE 2.6.2.2)

25) IR — T v MU T 7 bV —20 5-HT BV iARUn vitro L O T T _XF P U FRICE D
~ 7 ZD4TE(in vivolZ RIETTHE— (L7 Y7 abE : 2011 4E 4 B 22 AR, HEEERHMEE
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) AR —— A X 07T AR OREMOE ) 7 2 VED AR KIET#HE(n vitro O in
vivo)— (L7 %7 v 2011 4F 4 H 22 AAGR, HEEEMEE 2.6.2.2, 2.6.2.3)

30) FEHRE —FHETHEM NN T U AR—ZIZHTHY Hy ROFEEICKIEFTEE— (LIS
T EE 0 2011 4 4 H 22 HARE, B EMRE 2.6.2.2, 2.6.2.3)

31D EWNHE IHRR—— A2 a7 AOHRI R ORERGHABR— (L7347 v 2011 4F 4 A
22 H7KGR. HEEEEHE 2.7.6.4)

32) HIFEEM Ml E L 3K 2022 5 79(10) ¢ 182571337

33) UEAMEEIRIYENRERIR — = 2 % 1 7T LA OEYENEEIC MITTAREORE— (LT ke .

2011 4 4 A 22 HIKRE. WEEEEHMRE 2.7.6.3)
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34) MEIMGEREYBERBR — = 2> 2 07T AR Z a7 T AORYHAERRR— (L7
T EE 0 2011 4 4 H 22 H7KGR., HREE MM 2.7.6.6)

35) VESMNEIREYENERR — > ¥ 0 77 AOAEMTFIORIHE - (L2737 afE: 201144 A 22 H
TKEE. HEEEEMRE 2.7.6.2)

36) HEPEERBR —— A ¥ 077 AOEAMAEORT — (L7 V7 g 2011 4F 4 A 22 HIK
7. WEHERHMYEE 2.6.4.4, 2.6.5.6)

37) FEMENRERER — = AL X a7 T LD invitrofSHOKE — (L7 %7 adE: 201144 A 22 A
AT, 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) MENEIREMENERBRE — > ¥ 07T LDV ANRT U A— (L7 7 afE: 2011 4F 4 A 22 HK
P, HEEEEHE 2.7.6.4)

41) USRS BN RE R — B E R IC B I 5 v u 7T a0 yEiie— (L7 Y7 e .
2011 4 4 A 22 HARE, WiEEEHMRE 2.7.6.5)

42) YESMGIR Y BB — P RERE ERF IR = A 2 07T AoEYEkE— (L7 )7 n
BE : 2011 4% 4 A 22 AR, HEEEEHMEE 2.7.6.5)

43) VESMEERR Y BB — m i ISR A R 2 u T AEydhie (EE¥RE) — (LW
TafE 20114 4 A 22 HIAGE. HiEEEHREE 2.7.6.5)

44) WEHNEEIR S BN ERBR — ST T BT A= A 2 07T LAOEWERE (KiEHRE) — (LW
TagE 20114 4 A 22 HIKGE, HEEEEHMREE 2.7.6.5)

45) WESNERIR SR BN RERBR — = 2 3 % 1 7T A OB R KIET CYP2D6 EinFE Mo 8 —

(L7 Y7 mdE: 2011 42 4 H 22 A&, HEEETE 2.7.2.3)

46) E5k Thorough QT ik — = 2 % 1 7T A D DEFE SR MIETEE — (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) Killén,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) FENEEL - KRR DR EMERER

51) #EPNEEL : FAEE « BB ORE R G-TF 2 — 7 Oi@iE MR R

52) tEPNEEL : BB TR FRBR(X B B)(MT76862-1, M76863-1)

2. ZOHOSEH
AR L

XI. 3EEH

1. EILAETORFRER
AR L

2. WA BERZEES
DR L
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XII. &%

. B - REXIRICER L CERRFIM 1T 5 1S H 1= > TOSEFER

AHEDHFRICET HEE - AHIITAKREZZ T TORWREICET 2RI G EN 5, AR

TEFEPHEL L TORVHADEZENTEY . HSETHRBMSIN T LIRRGETH LA

IR FEE L TR LTS, EEEEADRKEHN 25T 2 ETOZREERTHY

MITHEDO AR Z7RT D TIEAR,

Perd AR L « TR = A D IR GE G IR BHEENC R 2 A R T4 V2T % Q&A IOV T
(2D 3) ) (FFITLHF 9 H 6 Aff JEATGBE R - AT AREREE - BRESHRGR F

5Ei®)

(1) #f

IRIAATSL0DEE1Omg T b—]
W ARG
TAHZ1a 77 50D 10mg [ h—17 |

m i

O RRIRERLGE
SHERBIK 220 824 & 0, EXIMFEE (LABMILL I OML-2) THET 5. (n=1)

& BRI
A : 25°C, 60%RH, 10001x (1 HMiET40 Flx-hrll b, 3 ST 120 /5 1x * hr

LLE), BiAOBOESIZ3mm L FET 5.
B LT FAF /v — L% Ty T TE.
(BRI CRIZELIRE T, MY (T v T T 4V AD ENS TV THEST-) REE TR

RIS

O BRI E KU T A

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

- BT L A BIRORIEBRTT TR TR L RGE IR T AGEE O BH OIS K OBRTTTEICHEL 5.
Ptz RGN EELRE NGRSO bz io), EEEESMMHIE L.

B SR
S

B, @ﬁ* REIEE | BWEE | 18A% | sEAR
W WO | BEAOR | BIEAOR

TAVEO ST A =x FN xr
OD 2 10mg WOt &5 (%) 101.7 102.9 102.2

[ h— s

b2 %§£?4‘ (100) (101.2) (100.5)

IRXRAATSLMDE20mg I~—7]

TAVHAR T T A 0DEE20mg [ h—T ] X, AL Z 77 450D 10mg [ h—7 | L%
DO OFBR LN E LN En D, B OZEEIC S EEF LT A ¥ e 77 4 0D §E

10mg [ F—U | OfEREZ TSI N
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(2) BiiE - BMABMRUREREF 21 —TDEBM 5
W SR LA
T2 #7525 0D4 10mg [ F—17 ]
T2 Z a5 50D 20mg [ F—17 |

W ik

DOEAZBROE A N EE R D | EAZNICEA 1 HEE2 AN TER N2 LiAte,

@A ZHWT 551 CICRE LT=BEH 5 WITEEKEZEAZ AN SK 20mL WOELY | &
¥ 7 CTHU., EARERIC LTIREET 5 R kE T 5,

@FEAZZ T-C 180 £ 15 (EEMER L, Al - MBORNEZBET 5,

@ L TV D Z EDHER I NIVZOD FIE~ETe, AiEER B OHSIIHEE 5 FkE L@
FIEZITV, ENHER S NNEO DO FIE~HETe, & HICAE L2 WEEAII0 O BE~ETe,

ORAEE L72WERIE, B LW Rl 2 Tz An-b o (FETH) E<BENRAL R
WEEAIZIER U FEAFT) . E23 0 T EAANI Y T2 LT DI N TO~ODIE
EE1TO, MERBEOEAIIHEE 5 oRE LODOFNEEZIT 5, Z ORI CTHEE - B8 L
WA, RBREFIET D,

@EABNLX Y v 7ERVA L, 8Fr OF 2—7 (FHFMAOND 2,/3 FKFEIZ L, EA
FREEAET 2B S 30em ONLEIZE v F L TEL) [T 2, i) 2~3mL,/ ) CTREIK
L 23,

OF = —7 %@ LBz L, EiRETmE L#%, pH ZHET S,

@A T 2 — 7T NICETH LIAAT K., S 512K 20mL Z7EAZBTEAL, O ZTe,

QW ZABOEALE, T2 —TEAD, WELROERIHIZOWT, §iE )R- Of K%
HAIC CHERT 5,

@@ BYEIC TRIBIEF A K U7, AN TF o —THENBE X -84, Fa—7 8% 12Fr 1T
EHEL, BERE AL, O~OORELITO,

B B B - s
Fa—7: (KR) TOPH vy 7RFEHIT—T/N (8 LN12 7L o F(Fr)&E & : 120cm)
HEARE : () TOP#. x4~ 4 — KU ¥ 30mL ¥4 X
pH A —%— : JIGHRUWETR pH A —%— LAQUAF72

W R
- AER
4 AR IH = p—
S ol K(#) 55°C) | SR A
AR 577 CHALE L 7=
_— 8Fr F = —7 : K< F o7 ZidilT %
. . I (REZWHLHE?)
TRUEBT T A — 5 S SESgE— N
HEAZTDHZ DT )T EAZRIZDOHZ DT NI
oD ﬁ 10mg [ h— =5 =5
7 ets ﬁm&)\%ﬂ’bé‘ ) a@?f)‘%ﬂé‘ ]
(B CEEY kR (B CREY R
TXDONRWETHD) *1 TEXDONPWETH D) *2
AREET% pH pH 4.25 pH 4.27
RAEEME 5 CHAEE L 7=
LA LTS N S %&%1—7*§ﬁ&<%1—7%@@¢5
OD & 20me [ b — (BEZMLHEED)
5 & e BEABICDOHDT IR b
(AR CEEYI R TEXAINMETH D) *2
AriEt% pH pH 3.94 | pH 3.91

*1: B0 20mL THEWZ A%, FRFIRIEEAE o7z
*2 B0 20mL T 2 [PV 2 Ak, FBRIFITIEAZRIZOHZ DT NIED bz
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2. ZOMOEEER
LAAK 7 7 —< RS ERERER T R — A=

http://www.kyosomirai-p.co.jp/medical/
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B alhi% T e 52

& 71 7 # HEEER 5% (HP-j128HS - GP)

B K =2y Zua 750D 10mg [ h—7) FOR= A X7 Z 50D 20mg [ h—
7 | % Initial BREFE %) K O SM(25°CT5%RH, 7 HE) FCHRFELZH D
ﬁ&ﬁ%:%@%ﬂowf\D~5~ﬁtyF?—%ﬁﬁﬁ##ék%i%hé%i&&@ﬁﬁﬁ

MWD IZ WEEBZ BN DI FEITHEEE LT,
o E: BHEICEDEN - RITOFE
R

TAVHABT TN bl 0 1 sEakk MHT- 0 b EEmdk
OD % 10mg [ b— S I S I
7 HiJ:Ex Hi—l‘_ﬁx HiJ:EX Hi—l‘_ﬁx
Initial 0,50 1, 0,50 & 0,50 & 0,50 &
25°C75%RH - 7 HIE | 0,50 4 0,50 & 0,50 & 0,50 &
TAVEIRT T A BT 0 1 G BT 0 5 A
OD #& 20mg [ h—
7 B b B% B FEX B B, B FEX
Initial 0,50 4 0,50 4 0,50 4 0,50 4
25°C75%RH - 7 HIE | 0,50 4 0,50 4 0,50 4l 0,50 4l

(14

T A7 750D 10mg [ h—U] KO= AT 4177 450D §E 20mg [ b—"7 | 13RO

A - RS B TR b EERIEL 5

YY)

HEIZEAD LT, 2 TORMETEIN « RITEZRDDIKIE o7,

%EQ‘@%I&H%% L EH

PENHREESEIZ DWW TIT D T2 Tk d 2 5L H S EET H 720,

@?%?%ﬁidz\g EEZDI, W TOWERELZ DR T D01

THZLENREF L,

EHR e —2 —J &> P4
b, n—Z =0ty MIEIXTEB 26




MiERRTEIT
RMEFERKIIEH
KPR MGE 2E& 115
'ﬁﬁi
3stp)kk IRt
Hr#lm/|XLET1-4-4

2fR—1



	医薬品インタビューフォーム利用の手引きの概要
	目　　次
	Ⅰ．概要に関する項目
	１．開発の経緯
	２．製品の治療学的特性
	３．製品の製剤学的特性
	４．適正使用に関して周知すべき特性
	５．承認条件及び流通・使用上の制限事項
	６．RMPの概要

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

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

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

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

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

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

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

	Ⅸ．非臨床試験に関する項目
	１．薬理試験
	２．毒性試験

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

	ⅩⅠ．文献
	１．引用文献
	２．その他の参考文献

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

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


