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6. BEDBREEFHTICBTEIREHRY
(1) hnsEiER
BRI : 2013/10/2~2014/8/2

OF T Y EUEE2.56mg INIG)  I#EEER  40°C - 75%RH A aldepie (PTP wif) ]
AR H =R TRAFHIH
< Bk > &5 PR AA I 15 H 37 H 6 %A
PER n=3 130804K
<HBDT 4 VA 130805K HWE WA HE A
a—F 4 TRE> 130831K
s 130804K
MEBsUR n=3 130805K i 2 — — 2
e T e B SHI 7= = =
(SRS AT R E ) 130831K
. 130804K
«\ i S E —
R ~ glP;C) n=3 1 130805K P S SRy g
’ 130831K
BN (%) n=3 130804K 1.36~2.13 1.41~1.72
<15.0%LLF > 130805K 1.15~1.82 — — 1.15~1.53
) 130831K 1.80~2.24 1.87~2.35
. 130804K 89.5~ 99.3 89.7~ 97.4 91.3~96.7 89.3~ 97.9
IR HH 0, -
f?ﬁr%\ (2350/ un Llf 130805K | 94.1~100.0 91.0~ 98.2 90.8~98.4 92.1~100.1
7 ? 130831K 93.2~100.5 92.5~100.7 90.7~98.2 92.4~101.5
P % _ 130804K | 100.67~100.96 | 100.62~101.38 | 100.09~100.72 | 99.98~100.65
Zm (%) *2 n=3
<95.0~105.0% > 130805K | 100.29~100.78 | 100.45~100.86 | 100.37~100.78 | 99.69~100.08
‘ S 130831K | 101.09~101.95 | 101.63~101.75 | 101.26~101.51 | 100.82~101.00

%1 : RRT#J0.09, #J0.16, #70.88, #J0.94 DIHGFME : 0.5%LL T L DOME ~ DIEBME : 0.2%LL

T WEEWE : 1.5%LLT
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SR IR : 2013/10/2~2014/8/6
OF T oYU bE bmg INIG)  I#EABR  40°C « 75%RH [I#& a3 EE (PTP al%) ]

ABRIE B 2y k RAFHART
<S> T B G 1% H 3% A 6 % A
PR n=3 130806K
<BHEOT 4V A 130807K WA A Sk Bk
a—F L T hE> 130808K
i T M- EE I'_‘_"‘ = =
(SRAN AT AR S B ) E 1) 130808K
) 130806K
i S 5 —
PR _ $1P>LC) D=3 ) 130807K e e e e
: 130808K
WA M (%) ne3 130806K 1.34~1.80 1.10~1.92
< 15.0%LF > 130807K 1.87~4.20 — — 1.79~2.69
: 130808K 2.06~2.56 1.15~2.32
" 130806K 95.0~ 99.0 89.5~95.8 92.5~97.0 92.7~ 98.2
NN J 0, =
fgé%\ (2)50/;;3 130807K 94.0~ 99.2 93.4~97.4 91.8~98.7 91.3~100.9
7 ? 130808K 94.1~100.8 91.1~97.4 91.5~97.2 91.3~102.4
e . 130806K | 100.14~100.66 | 100.02~100.43 | 99.83~100.59 | 99.84~100.04
& (%) "2 n=3
130807K | 100.89~101.10 | 100.75~101.41 | 101.05~101.35 | 100.90~101.22
<95.0~105.0% >
130808K | 100.31~100.81 | 100.79~100.95 | 100.73~101.10 | 100.36~100.56

%1 : RRT#70.09, #0.16, 9 0.88, #J 0.94 DIHENE : 0.5%LLT T OO~ OIFFME : 0.2%LA
T REBEWE  1.5%LT
K2 FOREITHT O EAE (%) — : REN

BRI : 2013/10/2~2014/8/6
OF T U EUEE 10mg [NIG)  IERER  40°C - 75%RH [#&adERiE (PTP @) ]

ABRIE A =N {RAF IR
<S> T B AGEE 1% A 3% A 6 % A
PR n=3 130809K
<PHifa~HEmD 7 VA | 130810K Sk Sk A WA
a—F ¢ U UBE> 130811K
o 130809K
(’fﬁéfﬁﬁ%ﬁ%‘éféﬁﬂﬁ??ﬁ) 130810K e - - e
o e 130811K
o et B 130809K
P RUBR - ;EIP;C) n=3 130810K AN ey HE e
’ 130811K
%ﬁﬂt@~¢$ (%) n=3 130809K 1.12~1.82 1.35~2.59
<15.0%LLF > 130810K 1.55~1.96 — — 1.24~2.49
’ 130811K 1.24~2.92 1.30~1.71
. 130809K 92.7~99.2 90.8~97.5 90.9~97.2 92.7~99.2
IR HH 0, -
fg(j)r/i\ <2)50/ un Llf 130810K 93.5~98.3 89.7~98.0 90.6~97.9 93.5~99.2
7 ? 130811K 91.5~98.9 90.3~97.0 90.2~97.9 92.1~97.9

130809K | 100.76~100.89 | 101.03~101.08 | 101.38~101.62 | 100.62~100.93
130810K | 101.10~101.24 | 101.00~101.35 | 101.64~101.88 | 100.87~101.19
130811K | 100.88~100.98 | 100.98~101.28 | 101.30~101.40 | 100.54~100.90

a8 (%) *2 n=3
<95.0~105.0% >

%1 : RRT #90.09, #0.16, #J0.88, #90.94 OFEEW'E : 0.5%LL T Z DM OE A~ DIEZWE : 0.2%LL
T REEWE  1.5%LL T
X2 KRBT IEEE (%) —  RENM




BRI : 2013/10/2~2014/7/14

OAZ L OD FE 2.5mg NIG,  JiEiRER  40°C - 75%RH [F#&miEERe (PTP ald) ]
ABRIE B o b PRAFHART
<HiHE > T BHAGHEE 1% A 3% A 6 % A
Pk n=3 130823K
<O FHE 1/2 FHRA Y O] 130824K ik ke A A
PPN B B g > 130918K
. 130823K
ek n=3 . . . .
N 130824K A R A A
_u\;b l] N2 RS I'_._"
(RSN TR BE R 7B ) 130918K
. 130823K
“pEskER (HPLC) n=3 . . . .
WL %ﬁ<;<1> ) n 130824K SReY SReY TReY TReY
. 130918K
130823K | 1.22~1.32 1.12~1.27
AN (%) n=3
15.0%LL T 130824K | 1.10~1.39 — — 1.17~1.46
‘ 130918K | 1.03~1.63 1.03~1.72
130823K |  48"~50” 407 ~49” 43" ~52” 46" ~52”
Sk J 9 :18
Hﬂ%%gé%; e 130824K | 48"~50” AT ~58" 46"~59” 52"~ 597
- 130918K |  40"~46” 407 ~50” 4927 ~52” 497~ 48”
. 130823K | 95.5~100.3 | 95.7~97.9 | 95.8~98.3 | 94.3~97.5
VEHEE (% =18
fl“uj_)rft\ ( ;éo/ ;L> 130824K | 96.0~ 99.5 | 94.8~97.1 | 95.0~97.7 | 94.1~97.7
s S0 130918K | 955~ 99.8 | 94.7~97.4 | 95.0~97.1 94.4~96.3
_ 130823K | 99.41~99.89 | 99.19~99.48 | 99.26~99.59 | 98.23~98.50
G (%) * n=3
130824K | 99.64~99.95 | 99.04~99.26 | 99.58~99.76 | 98.53~99.04
<95.0~105.0% >
130918K | 99.12~99.65 | 98.56~98.88 | 99.20~99.49 | 98.13~98.63

¥1:RRT#J0.09. #70.16. %7 0.88 DIF&EWE : 0.6%LL T F OO~ DFEZEWE : 0.2%LL T #HBIE

BWE  1.5%LL T

K2 FREITHTDEAR (%)

D RSN




SERFEHEHIR : 2013/10/2~2014/7/21

OAF W OD 8 5bmg [NIG

HEFRER  40°C - T5%RH [Hfdel2PRE (PTP ©1if) ]

RERIA B =V PRA7HA ]
< HHE > FH BH A 1% A 3% A 6 % A
MRk n=3 130826K
<HIEEOO FHEATERRA D | 130827K A ke WA WA
D I PEN RREESE > 130919K
L 130826K
TR n=3 . .
R 130827K ik — — WA
L WG S SR =2
(ERAN TR S FERIETR) 130919K
. 130826K
HiEas (HPLC) n=3 . . . .
R <;<1> ) n 130827K o o o o
’ 130919K
130826K 0.86~1.15 0.93~1.36
RFNE 4 (%) n=3
<15.0%UTF > 130827K 0.84~1.27 — — 0.79~0.93
' 130919K 0.72~0.79 0.69~1.29
i 130826K 46"~55” 477 ~567 42" ~50" 48" ~56”
Hﬂgll\ﬁz ($9,’) n:18 9 b3 9 99 2 ‘i 9 ”
<120 LA > 130827K 50" ~58 49"~56 45"~59 49"~55
130919K 467 ~507 467 ~57 447 ~56" 447~517
. 130826K 97.9~100.0 96.3~98.3 97.0~100.0 96.9~99.1
=M (%) n=18
<1545, 80%LLE> 130827K 98.0~100.1 97.1~99.0 97.7~ 99.9 97.3~99.6
t 130919K 97.6~ 99.6 96.2~98.8 96.2~ 98.5 95.9~98.8
SF (%) %2 n=3 130826K | 99.80~ 99.95 | 99.47~ 99.55 | 99.24~ 99.87 | 99.26~ 99.68
130827K | 100.30~100.81 | 100.11~100.42 | 99.76~100.08 | 100.01~100.41
<95.0~105.0% >
130919K | 99.80~100.09 | 99.28~ 99.78 | 99.28~ 99.58 | 99.32~ 99.58

%1 : RRT £ 0.09, #0.16, #J0.88 DFHZEME : 0.5%LL T  ZDOfOfE » DFHWE : 0.2%LL T R

BYWE : 1.5%LL T

K2 FRBISHT o E AR (%)

—  REM
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SRERFEHEWIR : 2013/10/2~2014/7/22

OAF W E L OD 8 10mg [NIG)

R 40C - 75%RH [Hi&alitpre (PTP @it) ]

AR H =RV PRAFHIH
< HHE > FH BH A 1% A 3% A 6 % A
PR n=3 130829K
<O P 12 BIFRA D | 130830K A ke WA WA
D I PEN FREESE > 130920K
. 130829K
ek n=3 . .
R 130830K ik — — WA
sy G e SHI| ==
(SR AT R B R 7E ) 130920K
. 130829K
“ipEsER (HPLC) n=3 . . . .
PLEUER <;<1> ) n 130830K o o o o
: 130920K
Bt (%) ne3 130829K | 0.72~1.10 0.74~0.98
15.0%LL T 130830K | 0.45~1.05 — — 0.69~0.86
e 130920K 1.03~1.58 0.76~0.96
GEEE (B no18 130829K 56" ~64” 54" ~67 56" ~70" 537 ~64”
120 ;J e 130830K 58" ~68" 597 ~717 567 ~72" 537 ~65"
7 130920K 53" ~59” 52" ~60" 55" ~65" 49°~60”
B %)  nol8 130829K | 96.9~99.7 97.1~99.4 97.0~98.8 96.2~98.1
Sl §00/ . 130830K | 97.6~99.5 98.1~100.2 97.5~99.6 96.6~98.3
AN EUR 130920K | 96.4~99.6 96.7~98.8 96.3~98.1 95.8~98.3
g () % o3 130829K | 100.14~100.35 | 99.68~ 99.98 | 99.45~100.02 | 99.58~ 99.78
5.0 105.0% = 130830K | 100.54~100.67 | 99.90~100.12 | 99.81~100.22 | 99.77~100.65
‘ e 130920K | 99.92~100.56 | 99.51~ 99.86 | 99.00~ 99.37 | 98.90~ 99.38

%1 : RRT #J 0.09. #J0.16, #J 0.88 DFEBEME : 0.5%LL T £ DMOE % OFEFIE : 0.2%LL T

BYWE : 1.5%LL T
2 FREICHTIEREE (%)

—  REM

11
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OAZ ¥ E L 0D $E 10mg [NIG)

IEFEY  40C - T5%RH [Ri&oldipre (N7 mdk) ]

ABRIE B =2y k PRAFHART
<HiHE > T B 4G IRE 14 A4 3% H 65 A
PESR n=3 130829K
<O FE 1/2 E#AY | 130830K RN iRy iR BriRa
O 0N HREEBE > 130920K
o 130829K
el n=3 130830K e B - .
ey T e BESHI 7= = =
(SR AT R S BE I AE v5) 130920K
) 130829K
ol B ER B HPLC =3 . N . .
PR <i< . ) n 130830K A TRe) RSy RS
) 130920K
B (%) n=3 130829K 0.72~1.10 0.74~1.32
15.0%LLT > 130830K 0.45~1.05 — — 0.79~1.00
. 0
130920K 1.03~1.58 0.81~1.05
B (B ne18 130829K 56"~64” 547 ~68” 55" ~172” 56"~64”
~120 ;JL/L . 130830K 58" ~68” 56" ~68” 547 ~170" 547 ~64”
- 130920K 53"~59” 51"~61" 53"~63” 50" ~63”
GHE (%) ne1s 130829K 96.9~99.7 97.3~ 99.4 96.8~ 99.2 95.3~98.0
f15 ~ QOO/LJL> 130830K 97.6~99.5 97.4~100.1 97.6~100.1 95.8~98.6
7 ° 130920K 96.4~99.6 96.2~ 98.9 96.2~ 99.1 94.7~98.3
SR () %2 n=g 130829K | 100.14~100.35| 99.34~99.39 | 99.56~ 99.78 | 99.55~ 99.83
95,0~ 105.0% > 130830K | 100.54~100.67 | 99.31~99.89 | 99.98~100.13 | 99.91~100.55
: e 130920K | 99.92~100.56 | 98.75~99.21 | 99.47~ 99.74 | 98.70~ 99.27

%1 :RRT#0.09, %1 0.16. #70.88 OEEBZEWE : 0.5%LL T ZDMOfE 2 OFEZFWE : 0.2%LL T

BWE  1.5%LL T

K2 FREITHTDEAR (%)

12




(2) FEOLLREOLEN

OA T P B 2.5mg [NIG)

OAE 40°C [, XA
kBRI H PRAFHAH
<Bikg > kLS 34 H
XN

<HEBDOT 4V bha—F 4 TEE>

HEDT 4V ha—TF 42 T8

HtaD 7 4 )V ha—T 4 v T EE

fERER (HPLC)

AN N
<> A A
W (%)
<3047, 85%LL k> 90~100 89~98
HIER (%) 100 99
Z#&fE) B (kg) 10.4 91

% : RRT £ 0.09 U 0.16 ORREME : 0.4%LL . RRT #J 0.88 DRHRFME 1 0.6%LL . ZEFLLIS O %

DOFEFYE : 0.2%LL T,

OA T PV EE 2.5mg [NIG)

R E

1.2%LL T

MEALE 25°C - TH%RH [, BHAL]
ABRIE B RAFHART
<> BH 4G 3% H
PEIR _ Ao vsa—F o
. DT LA a— N B
CHGBDT AT o sgEs | NEPTANAT T (T GE DD )
#iEBR (HPLC) N N
e WA A
M (%)
<3047, 85%LL k> 90~100 91~94
BIER (%) 100 99
(&) WE (k) 10.4 9.0
3% : RRT #9 0.09 KUY 0.16 DFEHEME : 0.4%LL . RRT #J 0.88 DIHBZME : 0.5%LL T, EFLLIS Ol %
DL - 0.2%LL T, WEBEWE : 1.2%LLF
O TP EE 25mg INIG)  fEEEE 40°C - 7T5%RH [, BEK]
ABRIE B RAFHART
< HIKS > BH A 4 3 3» A
TS DT 4L Eé?jwvﬁ f%rbs&:ﬁ%zmwof:
<EBOT AL LI—TF (L PG> | a—T L S ToT A Y7 BRAEOT A LA
‘ ‘ GEaMnHY) a—F 4 U Tk
#iEEsER (HPLC . .
i ?g> ) W W FEA
M (%)
<30 4. 85%LL 1> 90~100 91~95
HIER (%) 100 98
(&) WE (k) 10.4 7.4 7.3

% : RRT £ 0.09 U 0.16 ORREME : 0.4%LL . RRT #J 0.88 DRHRFMHE : 0.6%LL . ZEFLLIS O %4

DIFFWHE : 0.2%LU T, #iHEWE
AN — R

1.2%LL T

13




OF 7 P BE 2.5mg INIG) L B [25°C, KUBA A
ABRTH H TR B
< Bk > BR b F 60 5 Lx-hr
PR _ R _ s
L a— > 7 LA a— N 45
CEEBDT AT TS HEDZ q v ha—T 4 Y78 | ABOT (v ha—T 1 v T §E
fifeakE (HPLC . .
PR PO W W
RHME (%)
<30 4. 85%LL 1> 90~100 94~96
BAFEE (%) 100 99
(z%E) WE (kg) 10.4 9.1

% : RRT 49 0.09 X O 0.16 OIFEZWE : 0.4%LL T, RRT #J 0.88 DFFZM'E : 0.5%LL T, AFLLASOfE ~

DIEFWE © 0.2%LL T, M WE - 1.2%LL F
OAZ oYU gEbmg INIG)  #ALE 40C [HOL, KA
ERIA H LRA7HIM
<Kk > BR L F 3% H
PR

<HEBDOT 4V bha—F 4 TEE>

BT 4 VT —F ¢ ThE

BDT 4V ha—TF 42 T

#iERER (HPLC)

E A N
<X > e A
e (%)
<3047, 85%LL 1> 93~99 91~98
s (%) 100 100
(&5 L (kg) 12.2 19.4

% : RRT 49 0.09 X O 0.16 OIFEZWE : 0.4%LL T, RRT 7 0.88 DFFZM'E : 0.5%LL T, AFLLAS O~

DG« 0.2%LL T, WEBEWE : 1.2%LLF
O T ¥ b bmg INIG)  #EAEE 25°C - 75%RH [, B
ERIA B PRAFHI
<k > B A 3% A
PEIR _ . (D7 ¢ L ha— 4 v Tk
. L o— A
CEEBDT AT TS HED T 4V bha—T 4 T GE T 5 D)
ifraEr (HPL . .
ﬁfﬁ?£> C) N N
RHME (%)
<30 4. 85%LL 1> 93~99 92~93
BAFE (%) 100 100
(Z2EE) WE (kg 12.2 10.0

% : RRT 49 0.09 X O 0.16 OIFEZWE : 0.4%LL T, RRT #J 0.88 DFFZM'E : 0.5%LL T, AEFLLAS O fE ~

DOFEFWE - 0.2%LL T,

ERRYE

1.2%L0 T
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OF T oW BE bmg [NIG

MEALHE 40°C - T5%RH [, Bk
ABRIE B RAFHART
< B> BHAGEE 4 A 33 H
" @07 4 VL | ENTRBRR ST
ke HAO7 45 Do LT | MEEARDT LA
<HBDT 4 N hTA—T ¢ T EE> I=T A VTG GE M D ) D g
WiEEsEe (HPLC . . .
Pl %f>:<-(> ) Ha Ha Ha
WRHIME (%)
<3047, 85%LL E> 93~99 93~96
BAFEE (%) 100 — 99
(2EE) WE (kg 12.2 8.4 8.4

% : RRT 49 0.09 X O 0.16 OIFEZWE : 0.4%LL T, RRT #J 0.88 DFFZM'E : 0.5%LL T, AEFLLAS O~
DG - 0.2%LL T, WEBEWE : 1.2%LLF

— REE
OAZ B UEE bmg INIG)  EotE gt [25°C. KB AL
AERTE H L iy
< Wik > BH AR HF 60 77 Lix-hr
Pk HEDT 4 /LA HEDT 4V
<HEBDOT 4V ha—F 4 TEE> a—7 4 U TEE a—7 4 T EE
#iERER (HPLC) N .
N STk A
W (%)
<30 4. 85%LL 1> 93~99 93~97
BAFEE (%) 100 99
(zE&1H) WE (kg) 12.2 10.4

3% : RRT 49 0.09 X O 0.16 OIEZWE : 0.4%LL T, RRT #J 0.88 DEEZM'E : 0.5%LL T, At LSO %
DFEFEIE - 0.2%LL T, WEBEWE : 1.2%LLF

OF T Y E U BE 10mg [NIG)

Mt 40°C [, KB
ARERTE H LRATIA
<% > BR LA 3% A
PR WD T IV A WD T IV A
<YIBBDT 4N Da—F 4 LT EE> a—7 4 VT EE a—7 4 VU ITEE
fliERER (HPLC) N .
N WA Sk
W (%)
<30 4. 85%LL 1> 92~99 91~98
BAFE (%) 100 100
(zE&1H) WE (kg) 12.2 12.1

% : RRT £ 0.09 U 0.16 ORREME : 0.4%LL . RRT #J 0.88 DRHRFMHE : 0.6%LL . ZEFLLIS O %4
DIFIE : 0.2%LL T, #BEWE  1.2%LL T
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O T e U8 10mg INIG) @it 25°C - 75%RH [, Bk
BRIA H LRATHM
< BIKE > BH 1 e 35 H
PEIR WD T 4L A WD T 1L A
<EBEDT 4N —T 4 U TEE> a—7 (VT aA—=T 4 U TEE
#iERER (HPLC) A =
PN A A
RHME (%)
<304y, 85%LL > 92~99 89~92
B (%) 100 100
(&M WE (kg 12.2 8.9
3% :RRT #9 0.09 LU 0.16 OFEZWE : 0.4%LL F. RRT £ 0.88 DM : 0.5%LL T, LISt OfF %
DIEFWE © 0.2%LL T, MEEHWE - 1.2%LL F
OF 7 YW EUFE 10mg INIG) 2k 40°C - 75%RH [EOE, Bk
BRIE H PRATH ]
<> BHAGEE 4 A 33 H
N 3 \’_“%
PEAR PHEDT 4N | WEEDT 4D jij;z’ izgf%@
<YHEDT 4N DaA—F 4 VT EE> a—7 4 VTR a—7 4 U ITEE 4y7% 7
#iERER (HPLC) . . .
PN ke ke ke
EHME (%)
“50 4%, 85%LLE > 92~99 94~96 92~95
BAFE (%) 100 100 99
(&M WE (kg 12.2 7.8 8.4

% : RRT £ 0.09 U 0.16 ORREME : 0.4%LL . RRT #J 0.88 DRHIFMHE : 0.6%LL . ZEFLLIS O %

DOFEFFIE : 0.2%LL T, BB YE : 1.2%LL
OF T VP EE 10mg INIG)  HE@LE Bt [25°C, KUEAH]
PR IE H TR
< B> BHLAHF 60 57 Lx-hr
PEIR HELD T 4 I I YLD T 4 LI
<EBEDT 4N —T 4 T EE> a—7 (VT aA—=T 4T
MRS (HPLC) N =
N A 5
WHME (%)
<304y, 85%LLE> 92~99 93~98
ArE (%) 100 100
(z%&fE) W (kg) 12.2 11.6

¥ : RRT 49 0.09 X O 0.16 OIFEZWE : 0.4%LL T, RRT #J 0.88 DFFZM'E : 0.5%LL T, AEFLLAS O~

DIAFWE - 0.2%LL T #etHEYE

1 1.2%LLT
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OAZ ¥ 0D $E 2.56mg INIG) MEE%E 40C (s, KBRS
ABRTH H AR
<k > B A 3% A
PR n=3 . .
. WA D 1/2 Ef D SR eRD) 1/2 D
<HEEONE U2 gAYy | PR D’; E‘;ﬁﬂuﬁ %g‘m R mﬁf;ﬁ %f”
1 JE2 PN R B 6 > - : - :
#iFEERER (HPLC) n=3 N N
1> ik Sk
AREEME n=6 o A A
<1.55LLF > LE Ha
mHME (%) n=6
<1547, 85%LL k> 95~100 94~95
i (%) *2 n=3 %s
~95.0~105.0% > 97.75~99.89 98.42~98.84
(&) wE (kg) n=3 4.6 5.3
% 1:RRT #J 0.09 XU 0.16 OFEEDE : 0.4%LL T, RRT #J 0.88 OHFfFME : 0.3%LL T, LFL LIS OfiE %
DL - 0.2%LL T, WEBEYWE : 1.0%LL T
X2 BREICHTHIEAR (%) ¥3 : n=6

OAZ WL 0D §E 2.5mg INIG) a3k 25C - 75%RH GG, Bikk]
HRERIAH PRI
< HIKE > BH A 2% A 34 H
R o sy [T U2 815 PO 1T 12 I
e T EUONY O O e R A0 O e R
AREEEE >
$iE RS (HPLC) n=3 R A N
1> WA WA FEA
AREEM: n=6 N o o A
<1545 F > LE T
wHM (%) n=6
<15 7%y, 85%LL k> 95~100 93~95
i (%) *2 n=3 s -
95,0~ 105.0% > 97.75~99.89 98.17~98.51
(&) wE (kg) n=3 4.6 — 2.6

#1:RRT % 0.09 X TO%) 0.16 DRREME : 0.4%LL T, RRT #7 0.88 DHfxME : 0.3%LL T, ZEFLLAS O %4

GIN

DIERFWE : 0.2%LL T
K2 FREISHTDEAR (%)
— RN kA NN

TNES

e - 1.0%LLT

%3 : n=6
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OAZ L OD #E2.5mg INIG,  #F%E  40°C - 75%RH [, BH K]
RERTE H A7 HI
< B> EL s 4
PR n=3 " .
; RGO FH 75) YD I 75
<UD P E 12 EEA D O WL m};ﬁ 1&}7;@\ 0 0.3 i) D};ﬂgﬁ{zﬁgﬂ )
1P PN A B > LIRSS =
#iEERER (HPLC) n=3 o A o A
1> Sk ik
AN n=6 N N
<1555 TF> 5 HA
wHME (%) n=6
<1547, 85%LL k> 95~-100 95~97
G (%) *2 n=3 .
©95.0~105.0%> 97.75~99.89 96.66~97.21
(&) wE (kg) n=3 4.6 2.9

#1:RRT £ 0.09 XU 0.16 OFHFME : 0.4%LL T, RRT %9 0.88 DOHHkxWH : 0.3%LL T, ERLLISOfE %<
DIAFIE : 0.2%LL T, HIEGWE : 1.0%LLT

K2 FREISHTDEAR (%)

%3 : n=6

OFZ ¥ 0D 8 2.5mg INIG)  #Ea1%E gt [257C]
HERIE [ N A
< Bk > BR b F 60 5 Lx-hr
PR n=3 . .

. R 0D %”"7 @D w 1D %I/(V D
UGN E 2 gAYy | PR u}?ﬂiﬁ%ﬁggm R Dﬁf;ﬂ;fﬁzgéfm
PN AR B 6 > - : - ’

#iEsABR (HPLC) n=3 N o A
w1 WA A
AREEM: n=6 N N
<1 > A A
WHME (%) n=6
<15 7%y, 85%LL k> 95~100 94~97
@ (%) *2 n=3 s
~95.0~105.0% > 97.75~99.89 98.57~98.75
(&) wE (kg) n=3 4.6 4.2

#1:RRT £ 0.09 XU 0.16 DFHFME : 0.4%LL T, RRT 9 0.88 DHHfxWH : 0.3%LL T, ERL LIS OfE %
DIAFIE : 0.2%LU T, HIEGWE : 1.0%LLT

K2 FREISHTDEAR (%)

%3 : n=6
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OAZ Y 0D $E bmg INIG)  Ma%E 40°C (s, K[ER]
HRERIAH PRI
<Kk > B A 3% H
PR n=3 - .
' RGO T D YD I %)
<wEoRmrERAy o | DO IEIRAND | RREORE LR
1PN AR B 6 > - -
#iFEERER (HPLC) n=3 N N
N ik Sk
HREEME n=6 e STk
wHME (%) n=6
<1547, 85%LL k> 97~100 96~99
@ (%) *2 n=3
~95.0~105.0% > 98.47~99.95 99.23~99.54
(&) wE (kg) n=3 4.9 5.4

#1:RRT ) 0.09 X O%) 0.16 DRREWE : 0.4%LL T, RRT #7 0.88 DHfxME : 0.3%LL T, ZEFLLAS O %4

OFERFE - 0.2%LL T, RE&EWE : 1.0%LL T
X2 RREICHTIEREE (%)
OAZ L OD B bmg INIG)  #adE 25C - 75%RH [HOE, B k]
ABRTH H AR
<k > BR b F 3% A
PR n=3 - .
' RGO FEH D YD I %)
< Y 0D P TS D 0 WL Dﬁfgﬁﬁ% gﬁ]\@ R mﬂ}fj;”;% fJf)\@
PN AR B 8 > - -
#iFEERER (HPLC) n=3 N N
1> ik Sk
AREEME  n=6 e A
mHME (%) n=6
<15 7%y, 85%LL k> 97~100 97~99
@ (%) *2 n=3
~95.0~105.0%> 98.47~99.95 98.96~99.48
(&) wE (kg) n=3 4.9 4.5

#1:RRT £ 0.09 XU 0.16 DFHFME : 0.4%LL T, RRT 9 0.88 DHHfxWH : 0.3%LL T, ERL LIS OfE %
IR E © 1.0%LLT

DHFE : 0.2%LL T
K2 FREISHTDEAR (%)
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OAZ W E L OD 8 5mg [NIG

#EALEE  40°C - T5%RH (G, B
ERIA B PRAFHIH
< HIKE > BH A 4 3 3» A
PR n=3 WO -+ WO -+ WO -+
<HEEO FmHFERRA D O EIRRA D O O FEN EIRRA D O O FEN HHIAD O OEN
1PN AR B 6 > FREESE FREESE HR B E
#iFEERER (HPLC) n=3 N N o A
1> A A ik
HREEME n=6 e ik
mHME (%) n=6
<15 %y, 85%Lh > 97~100 96~97
i (%) *2 n=3
~95.0~105.0% > 98.47~99.95 97.96~98.32 94.51~95.41
(&) wE (kg) n=3 4.9 4.6 4.4

#1:RRT ) 0.09 X O%) 0.16 DRREWE : 0.4%LL T, RRT #7 0.88 DHfxME : 0.3%LL T, ZEFLLAS O %4

OFERWE - 0.2%LL T, &
2 BRI TLIEHEE (%)
A . K7

OFZ ¥ OD # bmg [NIG

TeERE  1.0%L0 T

Ik Bk [25°C, KA
ABRIE H L &
<Kk > BA AAF 60 J7 Lx-hr
RO Hfﬁﬁ?%u%% AD RO FriE 12 FIFRAD PRI O FiE 12 FIFRA D
‘DWW%%%;” 1P s s 11 P s
fiEFER (HPLC . .
JisEdE A ey
EHE (%)
<1543, 85%LL 1> 95~100 1
A Bl % %9
- 9?) ?N ) 02,) 0% 98.47~-99.95 99.17~99.56
(&5 @ (N) 4.9 4.6

¥ 1:RRT #7 0.09 X O%J 0.16 OFEZEME - 0.4%LL ., RRT #9 0.88 DIFEZWE : 0.3%LL T, A£FLLA O«
: 1.0%LLT

DIERE - 0.2%LL T, WIERDE
K2 FREISHTOEAR (%)
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OAZ UHE L 0D §E 10mg INIG) Mtk 40°C LEDY, [UEA ]
ABRIE H {RAF IR
<> B A 35 H
Ptk n=3 . \
. RE D 1/2 Ei# ) D 1/2 Ef; D
<HSEEO T 12 FA D 0 “Eéﬁﬁgwmgfﬂw &E@[ﬁnggfﬂw
11 PEp g g > i g RS
figEsABR (HPLC) n=3 N N
1> WA WA
AREEME n=6 N N
<2 4y LA > LE e
WHME (%)  n=6
<154y, 85%LL E > 97~99 97~98
i (%) *2 n=3 .
—95.0~105.0% > 98.52~100.35 99.26~99.57
(2EZE) WE (kg) n=3 8.2 7.2

% 1:RRT % 0.09 X O%) 0.16 D¥REWE : 0.4%LL T, RRT #7 0.88 OMkxME : 0.3%LL T\ ZEFLLAS O %4

DIEZWE - 0.2%LL T, WEEWE : 1.0%LLT
X2 FOREIIHTHEEER (%) %3 : n=6
OAZ W E L OD $E 10mg INIG) Mtk 25°C - 75%RH DL, BAjK]
ABRTE H {RAFHA R
< B > BR LA 34 A
Mok n=3 e \

. I D 1/2 Ei# ) D 1/2 Ef; D
<HSEEO T 12 FA D 0 “Eéﬁﬁgwmgfﬂn &E@[gnggfﬂb
I i s > i g RS

fliEsE (HPLC) n=3 N o AL
1> A Sk
AREEME n=6 N .
<2 Hy LI > L e
wWHM (%) n=6
<154y, 85%LL > 97~99 96~98
a8 (%) *2 n=3 g
©95.0~105.0% > 98.52~100.35 98.74~99.52
(2ZE) WE (kg) n=3 8.2 6.5

#1:RRT £ 0.09 U9 0.16 OFHFME : 0.4%LL T, RRT %9 0.88 DOHHfWH : 0.3%LL T, ERLLISOfE %
DI : 0.2%LUT, MEGEWE : 1.0%LLT

K2 FRBICHT o EA R (%)

%3 : n=6
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OAZ HE Y OD $E 10mg INIG)

AL 40°C - T5%RH [EESE, B
=XERIE H PRATHIH]
< Bk > BH A 4 18 35 H
PR n=3 . . .
. WO A 1/2 BIRR IR A0 F i 1/2 BRI A0 Frm 1/2 E#
<HHED 1/2 &% D e e o e i
B ﬁﬁiu AH?J\D A D OENAREESE | A0 O OFENAREESE | AV O OFERNAREESE
1 22PN R B 6 >
#iEHAE (HPLC) n=3 N N
1> A A
AREEME n=6 o A N
<2 4y LI > A A
=M (%) n=6
<154y, 85%LL b > 97~99 94~917 B
Zi (%) *2 n=3 %
< 95.0~105.0% > 98.52~100.35 97.01~97.78 94.11~94.72
(&) wE (kg) n=3 8.2 6.5 6.9

#1:RRT ) 0.09 X O%) 0.16 DRREWE : 0.4%LL T, RRT #7 0.88 DHfxME : 0.3%LL T, ZEFLLAS O %4

GIN

DHFE - 0.2%LL T
K2 FREISHTDEAR (%)

TeERE  1.0%L0 T

%3 : n=6
— . REE HEEA - KT
OAZ P 0D #E 10mg INIG)  ®EEEE 8L [25°C, [EA ]
PR IE B TR
< Wik > BHLAHF 60 77 Lix-hr
PRk n=3 e .
. " W EO 1/2 Eil} ) WEED 1/2 Eilf D
<IRFEEO R /2 BIFEA D O [ ERN REG }iﬁ . i A )iﬁ LZ Jiﬁjw
et FI N AR B 62 F RN BR i 5
RAEEEE >
WiERE (HPLC) n=3 N =
PN WA A
AEME  n=6 N o AL
<24y LA > LE L
=Y (%) n=6
<15 7%y, 85%LL k> 97~99 96~97
8 (%) *2 n=3 »
~ =3 ~
£ 95.0~105.0% > 98.52~100.35 99.07~99.58
(&) W (kg) n=3 8.2 7.2
¥ 1:RRT #7 0.09 X O%J 0.16 OFEZEME - 0.4%LL ., RRT #9 0.88 DIFEZWE : 0.3%LL T, A£FLLA O«
DIEZWE - 0.2%LL T, WEEWE : 1.0%LLT
X2 BREICHTHIEAR (%) ¥3 : n=6
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(3) Gtk o2 E MR ER

OF T ¥ 0D B 2.6mg INIG), 7#EI#%  25°C - 60%RH [, Bk
FRBRIE B el
<% > BHhA I 35 H
PR WO [ EN AR BE WO [ EN AR BE
<WRFEOO I 12 B DN AR sE > Sy EIE TR Sy EIHE TR
'fﬂfxi% W Ha
L s N
<15.0%LL F > A A
FREEME (D)
<00 P> 39~42 29~28
wHME (%)
<154y, 85%LL F > 90~97 95~98
BIFEE (%) 100 100

¥ : RRT 49 0.09 X O 0.16 OIFEZWE : 0.4%LL T, RRT #J 0.88 DFFZM'E : 0.3%LL T, AEFLLAS O fE ~

DFEFWHE : 0.2%LL T MEEWE : 1.0%L T

OAZ W E L 0D §E 5mg INIG)  #l#%  25°C - 60%RH [, Bk
R IE H LRATHM
< B> BH B B 35 H
PR YA O e HREESE YA O e HREESE
<A O P TFERR N OPEN B SE > Sy EIE I Sy I
s A A
A — 1k A A
<15.0%LL F > LE LE
RREEM: (FD) 2 438 i 43~48 22~30
<1.5 53 LIN > 4 55 E 29~34 20~25
M (%) 2 43 i 93~98 93~98
<154y, 85%LL k> 4 55 E 90~96 94~98
. 2 43 i 100 99
= (o
RfE (%) 4 555 100 100

!

3% :RRT £ 0.09 X U%J 0.16 O¥Eiz WS
DY : 0.2%LL T, MEHEDE : 1.0%LL T
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OAZ o H e OD $E 10mg INIG) %1% 25°C - 60%RH [, B
AR H PRt HIH]
<Hik > BH iy 34 A
PR IR D [ PEN AR BB IR . [ PEN AR BB
<KD T 1/2 FIRA D O OEN 7 EEE > Sy B IR A Sy B IR A
B 2y — N A
<15.0%LA T > e B
RASENE ()
BN 45~57 31~35
BEHIPE (%)
<1547, 85%LL 1> 94~99 9T~ 107
HAFR (%) 100 99

% : RRT £ 0.09 U 0.16 DRREME : 0.4%LL . RRT #J 0.88 DRRFMHE : 0.3%LL . ZEFLLIS O %<

DFRWHE : 0.2%LL T, WEEWHE @ 1.0%L T
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7. RRERVBREROREN
L

8. Al DEAZIL (MEILEMEiL)
KB L

9. BHtE
(1) ¥R 2
<AZ Y E U8 5mg INIG, >
BIEIL DLW ARSNGB A BT A O IEICOWT (K 242 4 29 H HAEA
%% 0229 % 10 =)

RBR S
g AARIERT  WHRERE SRk
[al#n%E K OFABRIE © 50rpm (pH1.2. pH4.0. pH6.8). 75rpm (/K). 100rpm (pH6.8)

CHIE]

* pH1.2 (50rpm) Tl FEAERIEI N OURSIE E HIZ 15 0 LANIZ Y 85% 0L EiAH L=,

- pH4.0 (50rpm) TiE, FEAERFI R OA I E HIZ 15 S LANIC Y 85%LL ¥ L=,

- pH6.8 (50rpm) T, FEHERIAID LR 60% % Y 85% LD 2 K SIZH\ T, ARt
VR SR AR DSBS R £ 15% D HEPHIZ & > T,

- 7k (75rpm) TliE. FEYERLK|OSFEHAH RN 40% M O 85% T D 2 BRSIZ BT, A b DL
HH R IR E R D SR 2R = 15% D #EFHIC & > 72,

- pH6.8 (100rpm) TiX, [RFBRIKD 50rpm OFEHFER T, 30 57 LANITEEMERIA] . AR gL & I
85%LL FIRH L7=72% . 100rpm DO HaRER 2408 L7,

Pk, AREOWRHEEZEHERE] (7 L) 8gbmg) LB LR, 2 ToRBRKICH VT 1

RIS DA LRI SRR T A KT A > OHEEMEICES L,

(P& Hih#R)
BEHE (%) pH1.2 (50rpm) EHE (%) pH4.0 (50rpm)
100 | 100
80 o | =
60 | 60 |
40 e 40
-
a0 L 7 T—e—t 5 L s EESmg TNIG) a0 L —e— 7 5 U E L EE5mg TNIG)
= =2 7L FHE5mg = & = 2 7L F 5y
0 L' 1 1 0 L' 1 1 1
0 5 10 15 0 5 10 15
BERE (530 BEfE (590
EHE (%) pH6.8 (50rpm) EHE (%) K (75rpm)
100 F 100 |
o0l 2 _—r—-----" 80
60 | 60 |
40 + 40 r
20 L —e— 7 S L L EESmg TNIG) og L —e— 7 S U L EE5Smg TNIG)
= & = 3 7L FHE5mg - & =3 J L FHEI5mg
0 t' 1 1 D L' 1 1
0 10 20 30 0 15 30 45
Rl (57) BFfal (43)
(n=12)
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<AZ ¥ 0D 5mg INIG] >
BIEIE OEW IR SRR T A R I A L EO—EREICHONT (FRk 24 422 H 29 A A%
A3 0229 % 10 =)

ARER A
iE  AARIERT  EHREBRE SRk
[l H % ORI : 50rpm (pH1.2, pH4.0, pH6.8, 7/K). 100rpm (pH6.8)

CHIE]

* pH1.2 (50rpm) Tl FEAERIAFI N OURSIE E HIZ 15 0 BANIZ Y 85%LL EiAH L=,

- pH4.0 (50rpm) TiE, FEAERFI R OA I E HIZ 15 /3 LANIC Y 85%LL ¥ L7,

- pH6.8 (50rpm) TiE, FEAERFI K OATIT E HIZ 15 Sy LANIC Y 85%LL s L7,

« K (50rpm) TIE, FEHERIAF L OARMILE H1T 15 53 PINIC ) 85%LL EIEH L7z,

- pH6.8 (100rpm) TiE. [FFERHKD 50rpm O HEER T, 30 7y LAIWITIRERIA] Adh & &I FE
85%LL EIRH L7272, 100rpm DO HEER 240 L 7=,

Pl b, REOWHEE 2 EERE] (7 L3V A7 0 AbEbmg) &G LSRR, £ ToRBRIKIC

BT MERERLOEYZORSERBR T A RT 4 ) OHEEEICHES L,

(¥ HH )
BHE (%) pH1.2 (50rpm) EHE (%) pH4.0 (50rpm)
100 | o= O ({100 } - f
80 | 80 |
60 60 |
a0 t 40
20 L —e— 7 5 0D 5mg TNIG) 50 | —e— 7 5 U4 0D§E5Mg TNIG]
-t = FLFH A F 0 AFEmg - =T FEH T AfE5mg
0 L' 1 I 1 D L' I 1
0 10 15 0 5 10 15
B () ] ()
BEE (%) pHE.8 (50rpm) BEE (%) & (50rpm)
100 100 | o
80 | 80 | _ - A=
60 | 60 |
a0 t a0 t
50 L —e— 4 5 L 0D#E5mg [NIG) 20 | —e— 7 5 0D 5mg TNIG)
— & = U T LFTHF AT« A§i5mg — & = U T LFETFAF 1 A5i5mg
0 b 1 L 0 '-' 1 L 1
0 10 15 0 5 10 15
B () B ()
(n=12)

(2) BRI D80 E A O AW 5 R S R 9
<A77 VB UEE 2.5mg INIG] >
F 7 WU BE 2.6mg [NIG) (X, [E &2 72 582 0 B RAI O AW FHIREERBR T A K714 (OF
R 2442 H 29 B SEAEFEAI 0229 5 10 5) | ITESE, A7 P E U 6E 5Smg [NIG) A FEHERLA|
ELmE &, WHEEBNE L, AWTFHICEE & R ST,
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R SE
EE  BARIER S WHRBRE N RE
[AlHAEL K ORBRIE : 50rpm (pH1.2, pH4.0, pH6.8, 7K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) TiE, EAERF K OARGITE HIT 15 AN 85%LL st L7z, $7z,
BRI L (15 43) 12381 D AR Ol # OFEHRIL, REOFEHEHFEE15%OHHEZE 2 5 H D
212 fE 1LELL T T, £25%D#IPFHAEZEZ D b DRRIN-oT2,

- pH4.0 (50rpm) Tid, EEERFIL OARMIZE I 15 55 LLNIC Y 85% L E¥E L7-, F72. &
FELLEERE A (15 47) 12861 ARG O 4« OFEH=IL, REOFEEEHFEL15%OHMEBZ 5 O
212 fEH 1 ELLT T, £25%D#IFHEZE R D b DRI T,

- pH6.8 (50rpm) T, HEHERIANIL 15 53 PANIZ ) 85%LL EIEIH L. 15 43I0 8B1T AR O 4R
HERIE, EERIAK O SRR 2 10% ORI ICH > 72, F7o, RAKERIE A (15 47) 1281 DA,
DOl &2 DE AT, REOFHEHFEE15%OHPAZE R 5 D28 12 T 1EHLL T T, £25%D
FPHA B 2 Db DN o T,

< K (50rpm) TiE, FEHERIFIOFEEIRHRD 60% K% O 85% UL D 2 FEAIZIBUN T, Adh O IR
H =R A MERLA D SER S HH SR = 15% DFPHIC o 72, £72. AR (30 4)) 1B HAMLD
i 2 DI HERIT, AL OFEEIRHRE15%OHFHAZ B2 5 6078 12 8% 1ELITF T, £25% 0
FHEHZ D DN o1,

- pH6.8 (100rpm) Tl [FFERIKD 50rpm DU HFER T, 30 73 INIZIEAERA] A b & H I
85%LL E¥AH L7=72%, 100rpm DOIRHRBRZ AW LT,

ULk, A7 e rdi2.bmg INIG) OS2 EERA] (7 P e fibmg INIG)) &L
TR, [EEN R DR N EBRA 0L FRIRI SRR T A R 7 A ) OfEEREITHESG L-Z
EMS . EWRERNCRSE L I ST,

(P HH R AR)
EHE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
100 | 100 |
80 | 80 |
60 | 60
40 + 40
20 | —e— i T U EE2.5mg TNIG) o0 | —e— 5 U UEE2.5mg [NIG)
- =7 5 EE5mg TNIGY - & =7 F U UE5mg TNIG)
0 L' 1 il D L' il 1
0 5 10 15 0 5 10 15
B (4 B ()
BHE (%) pH6.8 (50rpm) EHE (%) A (50rpm)
100 | 100 F
80 80
60 | 60
10 40
50 | T e— 5 U 82 5mg [NIG) 20 | —e— 5 U U§E2.5mg TNIG)
- & =73 Y E EE5mg TNIG) = & =75 U U5mg TNIG)
0 b 1 il 1 O b il 1
0 10 15 0 15 30 45
B (4 i (4
(n=12)
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<F 7 UHEUEE 10mg [NIG, >
F 7 P U BE 10mg INIG) 13, [H &2 872 28 0 ER A O AW ERISERBR T A R74 v (OF
Bk 24452 A 29 B SEAFEAI 0229 55 10 5) | IZHKESE, A7 P E U bmg INIG) A iEvERLH|
ELTmE &, EHZEEBNE LS, AWFICRSE & AR ST,

ARG
HiE - ARG BHEBE N RVE
[ElHR O ORI : 50rpm (pH1.2, pH4.0, pH6.8, /K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) TiE, FEAERFI K OARGITE HIZ 15 3 LANISEE) 85%LL B L=, F£72,
FELLEERE A (15 47) 12861 ARG O 4« OFEHZIL, REOFEEEHFEL15%OHFMEBZ 5 O
212 fEH 1ELL T T, £25%D#IMEE B 25 b DONRN-o T2,

- pH4.0 (50rpm) TiE, FEAERFI K OARGITE HIZ 15 53 PANISEE) 85% L, B L=, F£7=,
FELLEERE AL (15 47) 1281 ARG O 4« OFEH=FRIL, REOFEEEHFEL15% DM LB 5 O
2312 fEH 1 ELL T T, £26% DA B D ORI T,

- pH6.8 (50rpm) Ti&, FEERAIR OARGITE HIT 15 LN 85%LL s L7z, F7-. &
HELLEERE A (15 47) 1281 ARG O 4« OFEMZFIL, REOFEEEHFEL1I5%OHMEEZ 5 H O
25 12 8 1ELLF T, £25%DHiHAZE 2 5 6 DR R T,

< K (50rpm) TiE, HEHERIFIOSEEIRHRD 60% % O 85% UL D 2 FEAIZFH T, Adh O FEHIR
H SR TATAE TR O SRR = 15% OFPIC H o 72, iz, AR (30 47) BT AARMD
il x OV HFRIL, REOFEEEHFEL15%OHEAZ B2 2 b DM 12 HF 1 ELLF T, £25%DH
FHEBZDLDONeoT,

- pH6.8 (100rpm) (%, [FFERIKD 50rpm DU HFER T, 30 43 ANITIEMERLA . A5 & 12
85%LL FYERH L7-7-% . 100rpm DO HRERZ2E M LT,

Uk, A7 P e 6iE10mg INIG) OWHZEE) ZRERFE] OF 7 9 v fitdmg INIG)) LMb#zL

TofE R, [E RN 28 0 ERRA O AW TR ZEERBR T A N7 4 ) ORERBEIEA LD

D, EWERICRE L R ENT,

(& Hidh )
BHE (%) pH1.2 (50rpm) BEE (%) pH4.0 (50rpm)
100 100
80 80
60 | 60 |
40 | 40
o0 | —e— 7 5 U LE10mg TNIG) o0 | —e— 7 5 U L 10mg TNIG)
- & = A3 FEEE5mg TNIG) - =43 HFELEE5mg TNIG)
0 L' 1 | D L' | 1 1
0 10 15 0 5 10 15
bR (490 B (590
BHE (%) pH6.8 (50rpm) EHE (%) A (50rpm)
100 | 100 |
80 | 80 |
60 | 60 |
10 | 40 |
50 | —e— 75 U EE10mg TNIG) o0 | —e— 7+ 5§ 10mg TNIG)
- =7 Z U f5mg TNIG) -2 =7 Z UHFE L E5mg TNIG)
0 L' 1 L D L' L 1
0 5 10 15 0 15 30 45
BEfE] (530 BEfE] (430
(n=12)
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<AZ %2 0D §E 2.5mg INIG| >
FZ7 Y E L OD §E 2.5mg INIG) 1%, [FEA R 580 EERA O Y FHRZEERR T A K7 A
v (PR 2442 H 29 A HREHA S 0229 45 10 5) | [2HS%, 7 ¥ OD # 5mg [NIG)
EREMERLE L L7 b x| WIS U< AR L T S,

AR SR
il AARERS  BEHERBRE SR
[Al#E% K OABRE « 50rpm (pH1.2. pH4.0. pH6.8. /K). 100rpm (pH4.0)

CHIE]

- pH1.2 (50rpm) Tid, FEAERFIK ORI E HIZ 15 3 LANIT Y 85%LL Bt L=, F72,
LR (156 47) IR A AR OME 2 O HFIL, REOFLEHFE L 15%OHHZE 2 51 D
12 L ELL T T, £26%DHFHEBZ D DON -7,

- pH4.0 (50rpm) TiE, FEAERFI K OARGITE HIZ 15 3 LANIS Y 85%LL B U=, F£72,
FELLEERE AL (15 47) 12861 ARG O 4« OFEH=IL, REOFEEEHFEL1I5% DM LB 5 H O
212 L ELL T T, £26%DHFHEBZ D OB -T2,

- pH6.8 (50rpm) Tid, FEAERFI K OARGITE HIZ 15 53 LANIC Y 85% L. B L=, F£7=,
FELLEERE A (15 47) 1281 ARG OE 4« OFEHZIL, REOFEEHFEL1I5%OHMEEZ 5 O
25 12 A TELLF T, £25%DFiPHAZE 2 5 b DR T,

- K (50rpm) TI&, FEESRIE KL OUARSIE E H1T 15 5 LIRSS 85%LL BIRHI L7-, £7-. ikt
ERE R (15 47) 12T 2ROl 2 OVEHFIZ, RO FEHEHF L 15%OHPHZ 2 5 On
12 LELLFC, =25%DFiFHE B2 5 b O 7ehoiz,

- pH4.0 (100rpm) Ti&. [FFEBRIKD 50rpm DU HFER T, 30 73 AWIIEAERA], &b & 612
85% LA FIRH L7=7= . 100rpm DR HBR A EIE L1,

VLE, A7 ¥ v 0D§E2.5mg INIG) OEHZEE) 2 RERA (7 9 E - 0DEEbmg NIG))

R U7, TE BN R 20 0 B RA O LW ERISEHRBR A T4 v O ERYEHE

B LI LD, EMFHICFE L Bl Sz,

(¥ i)
BHE (%) pH1.2 (50rpm) FHE (%) pH4.0 (50rpm)
100 A 0 100 e
80 80 -
60 60 r
40 40 r
20 | —e— 7 5 Y/ 0DEE2.5mg TNIG] 20 | —e— 5 L 0DFE2 5mg TNIG
- & =5 I 0DESmg TNIG) =& =3 I 0DEESmMg TNIG)
0 L' 1 L 1 O L' L 1 1
0 5 10 15 0 5 10 15
B (53] B (530
BHE (%) pHB6.8 (50rpm) FHE (%) K (50rpm)
100 100 r
80 r 80 r
60 60 -
40 + 40 r
20 | —e— 5 Y/ 0DEE2.5mg TNIG] 20 | —e— 7 5 T 0D#FE2.5mg NIGI
- & = F 5 0DESmg [NIG) - & =43 HE0DESmg TNIG)
0 b 1 I 1 0 b I 1 1
0 5 10 15 0 5 10 15
BEfE] (530 BfE] (53]
(n=12)
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<AZ ¥t 0D §E 10mg NIG) >
4F U HFE OD b 10mg NIG) (3, [ERASEA 20 ERA O AW RS IERR T A R A
v (PR 2442 H 29 0 HREHASE 0229 45 10 5) | [2HES%, 7 ¥ OD # 5mg [NIG)
ARG L LT & &, TAIEEINE L, ARG L i ST,

AR SR
HEiE AARERS  BEHERBRE SR
[El#E% K OGRERG « 50rpm (pH1.2. pH4.0. pH6.8. /K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) TiE, FEERAIROARGITE I 15 LN 85%LL EsH L7z, F7-. &
FELERIRE L (15 43) ISR 2 ARG O 2 ORI, REOFELEH LR E15%DFPFHAE B R 56 O
212 fEH L ELL T T, £26%DHFHEBZ D ORI -7z,

- pH4.0 (50rpm) TiE, FEAERFI K OARGITE HIZ 15 53 LANIS Y 85% L, B L=, F72,
FELLEERE A (15 47) 1281 ARG O 4« OFEH=IL, REOFEEEHFEL1I5%OHMEBZ 5 O
2312 fEH 1 ELL T T, £26%DHFHEBZ D ORI -T2,

- pH6.8 (50rpm) TiL, FEAERHFI K OARGITE HIZ 15 53 LANISEE) 85% L. EisH L=, F£7=,
FELLEERE A (15 47) 1281 ARG O 4« OFEHZIL, REOFEEEHFEL15%OHME B 5 O
25 12 8 TELLR T, £25%DHiHAZE 2 5 b DR R T,

- K (50rpm) TI&, FEESRIK KL OUASIE E H1T 15 2 LIRSS 85%LL BIRHI L=, £7-. Ikt
BERE A (15 43) IS8T 2RO~ OVEHFIT, REGOFLEHFEL15% O LB Z 5 HOMN
12 LELLFC, =25%DFiFHE B2 5 b O 7ehoiz,

- pH6.8 (100rpm) Tidk, [FFABHL D 50rpm O HEER T, 30 73 LINITERAERA] Adh & HITFE
85%LL LA L7=72%, 100rpm O HFER % B Hs L=,

b, #7 B ODSE1IOmg INIG) DO ZsE) A R HERE] (4 F v 0D$Edmg NIG)) &

s U7 R, T8 &R 72 58 0 B EA O A FN RSB T A RT 4 2 ) OHELEICHEA

L7cZ &b, BN RSE & A7 Sz,

(¥ Hy )
EHE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
100 mia Al 100 |
80 | 80 |
60 60 |
40 40
20 L —e— 5 U L 0D§10mg TNIG) o0 L —e— o 5 U 0D§E10mg TNIG]
- 4 =5 ¥ 0DEESmg TNIG) - & = F 5 L 0D#E5mg TNIG)
0 L' 1 L 1 0 L' L 1 1
0 5 10 15 0 5 10 15
Bifal () el (43)
EHE (%) pH6.8 (50rpm) BHE (%) A (50rpm)
100 } 100 |
80 80
60 L 60 |
a0 L 40 |
20 L —e— 4 5 U 0D§10mg TNIG) 20 | —e— 5 U 0D#10mg TNIG]
— & — #5 %E ,0D#ES5mg TNIG) — & — A5 L 0D$5mg TNIG)
0 L' 1 I 1 0 b I 1 1
0 5 10 15 0 5 10 15
BRfe] (730 Brfe] (73
(n=12)
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10. B - A%
(1) R RELER - . NMENRRLEESHE - AEICET H1ER
LR
(2) A%
<A77 VB UE 2.5mg INIG| >
100 & [10 £ (PTP) x10]
<F 7 UHE B bmg INIG] >
100 &£ [10 #£2 (PTP) x10]
<F 7 W EUEE 10mg INIG, >
100 #£ [10 82 (PTP) x10]
<A77 ¥ 0D 2.5mg INIG| >
100 2 [10 82 (PTP) x10, #ZE@&IA D ]
<47 H#Er 0D #E 5mg INIG, >
100 & [10 & (PTP) x10, #Z/AIAD ]
<A77 H#Er 0D #E 10mg NIG) >
100 & [10 & (PTP) x10, #Z/@AIA D ]
500 8 [T AF v 7R v, RNT | HERAIAD]
(3) PHEBE
Y LR
(4) BHROME

PTP 2k VAL
PTP : AUM(bE=LT7 4L, TILI=ULHE AV HEAER)ZTF L
ta—: TAI=UL RV ZFLUTIFR— T4 A |y T R TrE LY
<OD $E>HpRA - U H A U AL

1. BRRHEh SR
LR L

12. T4
LR L
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V. ARICEYSEE

1. BREXIEPHR
O e IiE
ORHRPERREIZ BT 2 BIEIR K O D DIER Ok
OFUEMIDEA] (277 F %) BEITH D HLEER CBLG, Wark)

2. DREXEIHRICEHET IIE

5.RERIZRICEHET HEE

<HREMESHR (CRXT5F2%) BEICHESHEILERER (BD. EH) >

AFNTIROED, R U D PUEMEEGA] (VA7 T7F %) ORGOEEICRERTLZ &
4)

(fiah.)

[E NS DA FESCIR B ORIEIRIE T A BT A I K0 | ARAIOFUEMERES A 510 O AL RE R
(FEL, WEM) (ZxT 2 HENRO LN TND D, £72, ENIIOARHER, FIHFRIESTA K
A VETIE, RBNOE G5 & 722 2 FUBEMEEANL, & SUXPEEHENE Y 2 7 OFUEMEEEA]
EENTNWD Y, ZD, PUBMEA] (3 AT T F %) FHICHE D LEER CEL, TEH:)
ERNREITB R & L TRREN T DO IEA] (5-HTs ZAAFEPIEE, NKi ZAREHEEK) & [F
Bl ARBNTIFROEG, WEHE C S PUEMERA] (AT T7F %) ORGOGEIZRVEHRT S
&,

3. HERUVAE
(1) BERUVRAEOHES
<#EKFE>
HE, RAZIEA T P e e LTh~10mg # 1 H 1 BREOEGICEVBAT 5, #FFEL LT
1 H 1B 10mg &OBE53 5, 7ok, Fn, BRI VEEREET 5, 72720, 1 HEIX 20mg &
BEZ 72N &,
<BIEHEESFICH T LBRERDOHE>
WE, RAIEA T e LT 10mg 2 1 H 1 [RERO#GICXVBRGT D, 72k, Fin, ER
WX VB EEE T 52N, 1 HEX 20mg 227202 &,
<TDHEMEEF(CH TS 5 DEROBE>
WHE ., RAZIEA TP E L L Thmg 2 1 H 1RO GICEVEKBL, D%k 1 H 1[H 10mg
WCHEET D, B, WIRbLRERNCERGET5 28 & L, Fln, ERICS TR 52, 1 8
L 20mg X RN &,
<HREMESHR (CRXT5F2%) BEICHSHEILERER (BD. EH) >
DA & OB W T, WH., RAIZIEA 7P e LThmg 2 1 H 1RO KEET 5,
ek, BEORREBIZXVEEMET 52, 1 HEX 10mg #7202 &,
(2) AZEBRUVHROREREE - B0
MU ERR L
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4. AERUVAERICEET IR

7T.RZEBRUVAERICEET 3R

<HREMESHR (CRXT5F2%) BEICHESHEILERER (Bd. EH) >
74 AFNX, FHIE LCarFazxrTud B, 5-HTs 2R, N&%ﬁ%##ﬁ%&ﬁ%bf
T2 9, B, T 2avFaxTaAf K, 5-HTs ZAEEETEE, NKi 2% B REHTERE
EROCHEIZOWTL, &4 OFEFOEBEFIRCE, KHOBHRESEIZTLH L,
7.2 JFHI & U CHUBM LA O B 5-Ail Kﬁ%&%b N IACFEIRIED B A 7 VBT DAKO#
HBHEIX 6 HlECEERZRETHT &9,

(fifsit)

7.1 EPSORERRE, NCCN XU MASCC/ESMO O A FZ A > CTliE, AFlIFarFazxsn
A B, 5 HTs ZARFETIE, NKi ZAREHEI L O TR SN T0D 2 &b, AANIE]
ELTCanrFarias R, 5HTs ZEBREETHE, NK ZAERBHIE O LTS5 2 &
ek, BT 2 avFarT o R 5 HTs ARG, NK ZREEFEREOREL OCHE
CDNTIE, 2 OIANOIRMNLEE, BHERESBICTLI L,

7.2 NCCN JO* MASCC/ESMO D7 A K7 A > Tk, ALFHRIEMATRNCAK 2 57 5 Lt &
NTWDZEnD, JFAIE L CHEEGA OB SR AR 2R 5526, £7-. ARSNT
W5 ENERRRRER 9 O 51 7> b 23 AALEFIE DB YA 7 IO TARFI O 513 6 A E T
FHZE L, FYA 7B 2B GMRILIER ELER/NRICE 0 D 2 L,

5. EGRPRACHE
(1) BET—E3NR\wo5r—o
MER R L
(2) ERERZEEFER
MG R R L
(3) AERERFERR
<#EKFE>
17.1.1 ERE IHEEER
DA T HEHER
BONCFER SN~ 8 M ERBRTA T B 7D 1~12.5mg %5 S, HA LIE
BFEE 81 Fllc B A EEUEL EOUGERIL 59.8% (48/81 f) TH o796,
FREWERIIARIR (E) 17.3% (14/81 ) K UMRK 16.0% (13/81 ffil) ToH -7z 7,
Q%A% I 1R
Fl &t & J2l St 8 R G RER Tl 2.5~15mg 23 %5 S, A KLTVERE S 156 Fllck1T
L HEEGEL EOWERIT 58.83% (91/156 i) TH-729,
FERAWERIIAIR (E) 19.9% (31/156 f1) . AR5 13.5% (21/156 f3]) . #EH R 11.3% (LMD H
6/53 i), e (&) 10.9% (17/156 #1). Rk 10.9% (17/156 #i) KO8 10.9% (17/156 fi)
THo7=9,
H1) 7P BTN bmg &4 T P (FlbE) bmg (AWM FEMICR%ETHD Z &
SRR S LTV 10,
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(4) BRI
1) EHNERITRR
<#EKFE>
17.1.2 ENEMEEER
MO “HE MR TA T P8 (FHsE) 5~15mg N5 341, 47 e & 51
D 44.4% (40/90 i) MNHEEGEL EE/R L, 47 U E U OMERTEIC T 58 AERED

Hiviz 1,
FEREERIISEE ()., 7 UT7, KRR, BB, RELEOAIR (E) % 11.1% (10/90 #) Th
o7z 12),

17.1.3 S EFEMAEER

OFZ o HFerh 7t OFEHERHF (KHE: 5-2.5mg/H, FTHE : 10=2.5mg/H., &
B :15+£2.5mg/H) £ 7T RARKRO LY K—)L (15£5mg/A) *2) 2 L7 6 B O “EHE
BIEGEABRIZI W T, A7 oo - @HERIT Y 78R &g U CHME - BRIERZ Z TR
PR BRI B etk E A R L, SARERI A e RY R— L5 el U, BRMER 2 A Ik
LI, HERAMEIER (EPS) 134 _TOA4 T P BERETIINEEL R LN, oY F—
A ERECIZE(L LT, X=X V=X A, THY DT ORRRTITRCOL T oL HRERET
ﬁf-ﬁ&l{f&ﬁkok 13) 14)0

Qi FERsNT=AT o I na XY R— L OGRS E L R LTZBEREICEB T2
KE 2 “HER FTO 1 EMOEYKGERRICB N T, 47 U e 3 BREE & il U O
Z RAFICHERF L A RIEDOBRRB LI XV A Th o7 19, “EHEMR T TORMIRER G5 F D,
FT P ENCLDBRIET AR T ORBRIL, ~a XY RO 10 50 1 KiliTh
D EDHEITIFEE ThH T 10,

1) AP B 7N bmg & AT oW E U (B@bE) smg (AW FHICRI%ETHD = &

PHER SN TN 5 10,

H2) m~axXY F— (OF) OENKRHE HEFF®E) 11 H 3~6mg ThHoH,
<BIBEEECHITLBEROHE>

17.1.4 ENEMEEER

PR T Y — RXFRAEET Y — F& 2 U720 1 BIREE RS 2 X8 Lz 7 7 & A
THEEMHEEEBRICISWT, A7 P g (FlEE) 5~20mg &~ 1 H 1[0 3 MK Lz L &,
BASREM B 23 1T B Y o 7 MRl K (Young-Mania Rating Scale, YMRS) A#t S D R—2 7
A UDBOELE CEHEEERZE) 1347 0P U iE-12.6£10.0, 77 EREE-6.8414.0 T,
B2 & 2 D 95% FHIX1X-5.8 [-9.1,-2.4] TH V| iR EEENRO L (p<0.001,
t HE) 17 18)

F 15 3MBICEBIT D YMRS G OR—2F A D OBLE KR F OFERZE (FAS.LOCF)

YMRS &2t ‘
1 5 G SRS S N—RT A eI p fEE®)
S.v oS FTAMm RE N [95% 15 #H X [ ]
FTUFE R | 104 | 277159 | 15.1+10.4 | -12.610.0 -5.8 0.001
77 B REE 97 | 26.9%5.6 |20.1=15.0 | -6.814.0 [-9.1,-2.4]
R 2 AR AR 2
*3) tE

6 FEM oMM 5 =28 EA L, EIR 23.8% (25/105 fFl) KA 15.2% (16/105 )
Thoi,
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2) REMHR

<BIBEEECHITLBEROHE>

17.1.5 ENEMAEER

BE ARG L CFEM L7z 18 MM O IEE M Wik % 558k

T Ltﬁ’z’%ﬁ% A7 P ORAIERE %

\ZIEA 7 e U HA LR
DF 5 UHE VEEITO®RN
F 7 g (FiEsE) 5~20mg & 1 H 1 EROHKG L7 L&D YMRS GEtRORN—R T A
NHOELE CEHEEEERZ) X, 5 6 1% C-3.3£5.3, 18i#% C-4.2+5.3 ThH o7z,

BT, “HEHERRBRZE T
INRAAN 5 2 BRI —EHE R & Ik U 7ol
EH 1AL OO G 21T o 72 19720

# 2) YMRS G5t OR—RF 4 U0 k& (X7 e HA#RE, FAS, 0C)
~N— 2
_ 138 23 438 6 1 10 & 14 # 18
74
1% 100 100 96 91 81 76 65 61
YMRS
Py 5.7+6.4| 49+6.0 | 4.0+5.8 | 3.0-4.3 | 2.1+34 | 26+5.8|1.9+3.3 | 1.6*t29
=
g -0.8+3.6|-1.5+5.3|-2.44+4.9|-3.3%£5.3|-2.845.7|-3.7+5.7|-4.2+5.3

TEIE £ AR S

BIVEH A EBIAEE X 41.0% (41/100 #5l) Thote, EREWEM X, HIR 13.0% (13/100 ffl) TH -
776

®T%>ﬁ€>+ﬁﬁ§i¥f®ﬁﬁ
AT (FEEE) 5~20mg 2 1 H 1 BRRHA#EYES, [ORZRERE L TURBEY F7 4,
ot Y A, IARTEEOWWTR 1 FIEARHELOHETHHAKS L-x0

avi%

YMRS G5t ROX—RA T 4 b O bE CFHMHEEFERERZ) (X, &5 6 1% T-25.929.3, #
5. 18 % T-29.6 5.7 Th o7,
# 3) YMRS Gt OR_R—=AT7 4 b0 bR (K@ ERIHEE. FAS, 0C)
N2
B 134 2 A 4 6 10 A 14 A 18 ¥
A
%k 39 39 34 31 29 18 14 12
YMRS 33.2+ | 25.1+ | 17.9+ 12.5+
. 7.1+8.7|29+4.4|31+4.1|1.7+3.2
EEt R 6.6 9.6 10.3 12.8
-15.4+ | -21.0+ | -25.9+ | -30.3+ | -30.0+ | -29.6+
g —  |-8.1*+8.6
11.1 12.6 9.3 8.7 9.4 5.7
R & AR UEAR

BIVER S BIBEEE 1L 59.0% (23/39 ) TH -7z, E2BIMERIZ. A Y 7 U &Y NEEM 15.4% (6/39

)
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<TDHEMEEF(CH TS 5 DEROBE>

17.1.6 EFR#ARE MARR

O—EERH
IO Y — R 5 U700 [ Rl HBE (514 1, BARNBE 156 iz 5Te) & G E ML
7277 B R CEERLEGRICBWT, 47 o8 (F@EkE) 5~20mg ZitERIC 1 H 1
Ml 6 WHEEE Lz & &, &I IZE 1 5 Montgomery-Asberg Depression Rating Scale
(MADRS) BEHROR—=2F A onb OEbE CESMEARERA) 1347 0P E U #F-14.26+
9.73., 77 &AR#E-11.71£11.09 T, Eﬂaﬁ%& Z D 5% EHEXMIF-2.15 [-3.93,-0.36] TH Y, #&

p‘f‘%ﬁ/jifﬁﬁ%ﬁ)wu&)%ﬂf_ (p 0.018 iFja( *ﬁ‘) 21, 22)0
# 4) H5 6 W%ITBT D MADRS GFtEOR—ZF A b DL KO OREHZE (FAS,
LOCF)
MADRS £t
\ \ \ o BER .
B %% N—2 R=RATA _ way | PIET
_ ~ [95%(HEIX ] =
74 NG DR
AT UPEURE| 339 | 29.365.71 | -14.26+9.73 -2.15 0.018
7R EE | 169 | 28.69+6.33 | -11.71+11.09 [-3.93,-0.36] '

T B
HE4) 25T

BIVEHRBBEE 1T AT VP B UBET 55.7% (191/343 #), 77 B REET 36.8% (63/171 #il) TH
ST, AT UV UBEOELRRIERIL, RESEMN 15.7% (54/343 f51]) . IR 15.2% (52/343 f5) J&
OVBAKTUHE 12.0% (41/343 i) TH -7z,
QI ERMBEIESH

FERILERER (CEHEEMRM) Sk LT L7 18 MM OIEBE MMk 5icB\WT, 7%
B UBE (FilsE) 5~20mg ZBERFC 1 H 1 B A#KE L7z & &0 MADRS Aitsiid FERO LB
D Tdhol, MADRS AEtEDOR—2F A o (ZHERBIKTE) o0 bE CEXE - YR
7)1, %5 6% T-3.76£8.50, #1518 1% T-6.3419.43 ThH o7z 21 23,

7 5) FEBE MMk 50 MADRS &3t R 0HER (FAS, 0C)

P Vg 6 1 18 1A

RS 385 349 295
MADRS &t 14.00+9.05 10.10+8.37 7.61+17.20
Ak & — -3.76+8.50 -6.34+9.43

TEIE £ AR S

RIVER 2 BUBEE 1% 38.83% (149/389 f5) Th - 7=, EZRFEIWEHIZIREIEIN 15.9% (62/389 i) TH

277,

17.1.7 ENE MR

ERS AL FRER GEEMREGH) 25T Lo B ARNBE IHHUBE 2 5151 %mbk24x

48 HMOENIEEREMEGRBRICBN T, 47 P b (FEsE) 5~20mg % atiERHC

1@%D&5LKE%®MMRSaﬁmiTﬁ@&%@f%oﬁoﬁﬁ%%fi\MﬂmSmﬁﬁ

®&~Z§4V(IW#§@E%&53%%#%)#5®WMi(¥ﬂﬁi%ﬁﬁ%)i B h 24
W% T-5.21+13.2, %5 48 1% T-3.8174 Th-o7- 2920, B, KRBRIZEWO IR L ELK,

L9 DR OHUOREMBR OB 277 & LT EM L 7=,

36



# 6) ENIEEREMIE S5 RH O MADRS &t R O# (FAS, 0C)

R—2AF A 12 24 36 i 48
[E BR AL TR %k 81 73 65
AR MADRS 8.6+17.2 8.7+8.1 6.9+6.8
5E T 151 ARt
%% 20 14 11 7 6
FTHUE 5] ¥f2i$ 16.5+9.0 9.9+8.7 10.6+9.6 | 83+81 | 7.3+t9.5
[ u ) RV
2l & — -6.9+10.8 | -5.2+13.2 | -5.3+8.6 | -3.8+7.4
P + R A

BIVER R BIAEE T 40.6% (41/101 ) ThH o7z, BEROFE/2FWERIZIAERE 17.8% (18/101 41)

ThoT,

(6) BF - WEAIER

RUER R L
(6) ARMER

1) ERARKRRE (—REARFERE. BECARRAE. EARRLEEHAER). 8ER

—ZAHE. RERFRERABROAR

B R L

2) RBRFHELTREPEDOABTNIERME LI-HE -

LR
(7) it
LR

REROBE

ot

#T—4~




VI. EMEBICEYSEE

1. RESNICEES S LANR S ANE
Je LU 77 5
T« B B D LA OMETDREL, RHOWRM LCEE BT 5= L,

2. XBER
(1) {EREREL - VEFFF
FIZoPFCNITF ) R OT BB ER T HIERGUERIE Ch D, IERIRIEIRRBRIC
W TCETRI U SE & 13570 2 BB ERY RS B BT ST 2,
F 7 P NI B ORI E BRI T DR &I U CTREG RIE D BBMEIER D 2272 577, &tk
FEMR RABEE | REEIR, 5 DAEREIT KT 2 D R CHERI IR ORI EZ H 72 5 L (ZoolEHR
multi-acting) . £72. £ < OZEMRITH T DMEMDBIEANIEREALA~DIBIRVEIZ D70 23 D (S AIRIER)
b : receptor-targeting) £Ex HiLdH, A7 P T, RXI 2 DX A7 (D2, D3, Do), B
k=2 5-HTeazgp2c. 5-HTs. a1-7 FLF U KO AX 20 Hi ZRE~TIZR CEEGHE CEW
BAMEZRT, RN DiZ A7 (D1, Ds) ot w b =2 5-HTs AR BURIE Tl
AT 5, £lo. HAT Y (M, Mz, Ms, My, Ms) ZZEE~DOBFIEX in vitro & Hig U T in vivo
TV, AT P BTN G DOZERITH LIS E LTl<, BIZA T P eIz KD KR
HATEERTEF CO RN & VT R LT U o OB, 7V 2 3 2 BRI R DARERE O [11E
b, AT EEBOSREEOMEER LV EEZ SN TW D AlREMED & 5 2985,
(2) ENZERMITHEBEEK
MEKREREROEMETILTORRMEHR
FIUoPFCAT, W E VT U— RN REVEHOERE) 2EEToHEL Y bIERWHET, &
PEEBEER S (BPERER OFRIE) . LoV AL e B g v (FEMER R ORRAEEOFEE) . 2
Rl (FRBRMEROFEE) . 27U 7 b (BBMHEER L ORZOEE) & 5 WIidmslkk (9
OIERDFERE) FOHFA FFEHIER OB E T MW TUEEH & 77§ 3937,
F D% R & UK KR E ATEE AT ~ 0:# Rt
F 7 oY F, BRI RYRER 39O P RYEIER 3912\ T SEMRSMEE REIEHIICBI G- L T
DHBEREER LD b PUBMIRTETE & BITR 95 HIN 5 R S ORI B RiTEE AT ~ D B4R 2 7
75
MERREICEDLIFIELAERLEORENEEERA
HeE RFAIE TR ERIFAATEF TD K3 D ROMRRK TR0 7 L & X AR R DR E S
AL SN TNDHR, 47 P EAIKRMEERTEHRTEF C R & LT RUF U o oilEE 4 1
MEAE 32, B I FRARRER OIRZEES 2 FIE S 5 39 39,
(3) {ERZRINFA - FribE
MUERR L
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VI. EMBEICET HRE

1. mMPREOHTR
(1) AERLAEVWGOLFRE
MR L
(2) BERERTHERESL-ODRE
16.1.1 MR
<F 7 UHE U bmg INIG] >
TEEERR A B 112 AT WV U BE bmg & ZEEREEL AR O & 5. L 72 10,

&5% Tmax Cmax tie AUCO-96
(hr) (ng/mL) (hr) (ng * hr/mL)
5mg §E X 1§ 4.8+1.2 10.5£2.2 28.5t6.1 279+ 86.6
{ng/ml)
12 4
w10
¥ —o— F 7 2§ Smg
+ 8]
7 o+ EHERE (n=16)
ool
=
-~
w4
B
T
0 . ; ; . . ; . . :
] 12 24 36 48 60 72 B4 06
Fe g & ORI (B

T T AR L L& BEOMETEEIL, 2.5~20mg OFFHIZIHBW TR G &
HBIFICTH Y | SEDENREOBIEIENS MR S Av7z, BEFERLA Tk, SFEEREENE 33 Kef (20.7
~54.1 Ff] : 5~95 X—t L X A )V) THY , Ao D7 V7 7 > A3 ¥ 26.1L/Mr (12~47L/hr :
5~95 X—t L H A )V) Thd, 1HEMUNITEFRREICET S 10 0 GEAT—F),

T A7 Y7 bmg &4 T oV EE (BiEEE) bmg 1TAEMFEIICEETHD Z LN
R I TN D 10,

<AZ ¥ 0D §E 5mg INIG] >
NS oA 7 U OENFREESE Smg U3 A 7 o8 (FlsE) smg & Z2jEREHL[A]

BO¥s Lz,
FT U OFENAREESE bmg (34T e B (i@EE) bmg L AEMFICFESGETH D Z LN
Tess S iz 42,
W Trax Crnax tie AUCo-9
(hr) (ng/mL) (hr) (ng * hr/mL)
FEANAREESE | bmg HE X 1 §E 3.8+1.1 10.2+1.7 30.5+5.5 260+58.7
BE (Wim$E) | 5Smg HEX 1 3.4+1.0 10.9+2.8 31.2+5.4 259+72.0
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FIUF T B L L& BEOMETIEIL, 2.5~20mg OFPAIZI VTS &
HBIHICTH Y | SEDENREOBIEIENS MR S Av7z, EFERLA Tk, SFEHREENIE 33 ki (20.7
~54.1 ] : 5~95 /X=X A V) THY, BF D7 V7 7 > A3 26.1L/Mr (12~47L/r :
5~95 X—k X A)) Thd, 1THEBUNICEFRREIZET S 10 490 GEAT—H),
X)) A7 Y7 bmg E AT oV EE (BiEEE) bmg 1TAEWFEIICEETHD Z LN
R E TS 10,
16.1.2 £YF MR F1EHER
<A 7 UHE B bmg INIG] >
BIEIRSE DL FHIRI SRR A T A V5O M IEIC ST (PR 2442 H 29 H A
AT 0229 5 10 &)
FT7 oW bmg INIG) V7 VXV EEbmg 2, 7 A4 —R"—ikiZkvZnEhn 18
F P L LT bmg) REEMRAL FICHEAEREROERS L CIERREMRREZRE L, 55
Ny EE N5 X —% (AUC, Cmax) (2O T 90%[E#E X MVEIC THREEHENT 217 > 7= 5 %, log
(0.80) ~log (1.25) DHIPANTH V. MAIDOEY FHIFEIFENED R I L7z 49,

18

16 | —o— 5 VY 8¢ 5Smg [NIG]

ul 0 7 L% i bmg
iy + PIHE(RE =18

12 1
10 +

Hit iR EE (ng/ml)

E -
4
2
[] L 1 A A 1 A A 1
0 12 24 36 48 &0 72 84 96
Bt (hr)

YRR T A =4

b AUCo-96 Cmax Tmax T2

(mg) (ng * hr/mL) (ng/mL) (hr) (hr)

F7 oW 5 330.482 13.285 3.67 36.21
5mg [NIG] +69.444 +3.161 +1.03 +6.45
UL VEE 5 324.144 12.991 3.56 38.32
5mg +71.340 +3.444 +1.25 +10.77

CPEFEYERZE, n=18)
MR NS AUC, Cmax %50/ 7 A — & (3, #ERE ORI DL + e 55 03Bk
KL > THRRD RN D D,
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<AZ ¥ 0D 5mg INIG| >

HIGEIE G D W R SRR A R T A O EIZONWT CERR 2442 H 29 0 3Ef
AT 0229 5 10 &)

1) KTHRAR
7 WY OD 8 5mg INIG) &V VFTH AT 0 AEE bmg &, 7 B A4 —_"—EIZkV %
NWEILLEE (A7 P L LT bmg) fEEMASFIZ/K 150mL & HITHE R HLE#R O #e 5 L C i
HEhRZEARIRE ZJE L, B oN -3 ERe T A —% (AUC, Cmax) (22T 90%/5 HE X[
TR CHEGRHIENT 24T > 7 fE . log (0.80) ~log (1.25) OHEPHINTH V. WA DL [FI% M
DRER ST 43,

D
—e— 5 WY OD#E 5mg [NIG
oy 0e TS LF A 74 A4 bmg
e Ty + iR, n=18
E’ 15 }
§ 10
L
=
5
[} » 1 1 I- 1 ' ' [l ]
0 12 24 36 48 60 72 84 96
SR mEFH (hr)
HRMENHE N T A — X
B & AUCo-96 Cmax Tmax Tie
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
7 % 0D 5 494.019 18.409 2.89 35.26
BE 5mg INIG] +127.463 +4.481 +0.96 +4.40
TRV AT 4 A 5 495.729 19.084 3.06 37.03
$E bmg +123.601 +5.112 +0.87 +7.66

M EFPR I NS AUC, Cmax ZED /T A — &L, #ER3E O,
ML - TERRDAREENRD D,
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PRI ORI AL - P[] 55 O RlBR




2) K% L CHRAE

7 WY OD 8 5mg INIG) &V 7V YW AT 0 AEE bmg &, 7B AA4—_"—EIZXkV %
NWEILLEE (K7 e & LT bmg) MRS FIZKZ L TR BRI N # 5 L Tl RZs
LR ZRIE L, Hoh - pEiiE <T 2 —% (AUC, Cmax) (22T 90%{5HH X MEIZ THE
FHEHT 21T - -5 5. log (0.80) ~log (1.25) DOHIPFANTH V. MHID ALY IR NS R S
ni- 43)0

—o— 7 5 HE 0D #E 5mg [NIG
<0 VL LWL 7 A8 bmg
Ty + R, n=18

82 R 8 B

M&Er%AEE (ng/mL)
&

10
o
ﬂ L L L L 1 1 1 1
0 12 24 36 48 &0 72 84 96
#5580 (hr)
I EHE X T A — X
b AUCo-96 Cmax Tmax T
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
7L 0D 5 695.587 25.723 4.22 37.49
# 5mg [NIG] +173.831 +7.326 +1.06 +6.66
VUL XFY AT 4 A 5 706.578 27.284 3.50 36.19
$E bmg +178.629 +9.397 +1.38 +6.02

CP¥EFEYERZE, n=18)
MR NS AUC, Cmax 50/ T A — & (3, #ERHE ORI DL + e 55 03Bk
KL > THRRD RN D D,

<A Z7HE L 0D FE2.5mg INIG), &7 % 0D §iE 10mg NIG) >
FFF L 0D b 2.5mg INIG], 45 % e OD 4§ 10mg INIG) 1, [E&MNERL 5RO
FERK| O LM FHIRIEHERBR T A R 7 A2 (CFR 24 422 A 29 B JKAHFAS 0229 25 10 5)J I
o5&, 479 0D §E bmg NIG) ZAEMERIFIE Lz b & WHEENE L, Wi
[F%E & B 7p STz 9,

<A TF P EUHE25mg INIG), 47 EU$E 10mg [NIG) >
F T oW U8 2.5mg INIG), 47 W8 10mg INIG) 1%, [&8EAN R 2580 ERRA o
AR RSB A R T4 > Pk 24 45 2 A 29 B SRAEATE 0229 45 10 5) | ([THI X
F T WU BE bmg INIG) ZHEMERIAI L Lz b &, IRHEEEHNE L, EWEMNICRS L B S
iz 3,

(3) HHEE
U ERR L
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(4) BE - ftREOTE

) ﬁ%,\@ﬁ/ﬂéﬂ

(TVIL. 4. W) OESH)
2) PFHEEOZE

16.7.1 Z)LARFH I
FI o bE (FiEEE) E7NARFY I EOHHICLY . AT oo miERRE ISR A
LTz, HHEAERIZEME (T _XTHYEE) TRE L, Cuax OEIIEIIENE (BE) T 75%. Zotk (3
NTIEHER) T 52% Th o7, AUCo24 DEIINRIL M (BYFE) T 108%. ZtE GEHYE) T 52%
Tholz, £lo. 7 V7 7 A (CLp/F) X5 (BJE) T 52%, Pk (FEME) T 37T%IK T L7z,
THUTXTZ VAR FH I 8 CYPIA2 OREMEHZ R T 572 LHEE Sz @ QEANT—4#), [10.2
Z W]

16.7.2 HILIAREEY
FT U H TN LR B EOMHICL Y AT Y O R R E & R
L7z, DFAIZE D Cmax X 24%. AUCo-wld 34%IK N L7z, ZHUIH AR EBE 3 CYP1A2 OFf
EERAERT DO EHEE S ® GMEAT—#), [10.2 Z#]

16.7.3 Z )L XEF
FI7 oV gE (FwbE) LT (EARER) EoFHIckY, 7 o e romiE
R IX DTN L7z, BEAICE Y Cmax (X 16%EEI0, #27 VT 7 0 AT 16%IK F L=, 2
X7 VAT 0 CYP2D6 OEEHAZG T 570 L HEE Sz 19 GMEAT —4),

16.7.4 FDfth

OBEZ BT 54T P07 V7 T 0 AEITIEREE L 0K 35%m o 7c, T ALEMEH
CYP1A2 OFENEM 2 H T 570 L HEE S 4Lz 47,

@QFDM, A XTTI, ULTr Iy, VAFVU HIBRIIIT AV a— LB 4T P E D
HMBNREIZXIT 2 B0 EBIIRD bt Fio, AT PR ALV F UL NS
g, (X793, INNTr I DTERL, EXUFU THE T4V UXITIT I — LDk
WEhREIZ X9 2 B B e B3GR B IR o 72 489750 (SLEANT —4),

(TVIL. 7. MEAEH] OHEZH])

) AT Fe TR bmg LAT UL EE (@) bmg IZEMFEMICAE TH D LA

RENTVD 10,
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2. EYEERB/INTA—S
(1) BAHEE
MR L
(2) WUEETEH
MEE R L
(3) HEREEEH
MR L
(4) YVF7S VR
MR L
(5) #HHEK
AR L
(6) £t
MR L

3. 8%H (KREaL—>av) #H
(1) fBFAE

MR L

(2) NRSA—4THER
MR L

4. R

16.2.1 BEOEE
FT P EE (FimE) ARG LT- &, BEIC X DI~ D

5. 9%
(1) Mo-BKREPYEd
AR L
(2) M- EERaPTEEME
(TVIl. 6. (5) iEhd) DIESM)
(3) Ait~0BITHE
(V. 6. (6) FEILim) DOEEM)
(4) BE~OBITHE
AR L
(5) TOOBB~DBITHE
MR L
(6) MPEAKEAE
16.3.1 EE#ES

TR b0 Tz 10,

#193% (in vitro, BBiROE), BICT VT I v & arBBEFEQEICHEST 5 5D,
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6.

R

(1) B R U R

16.4.1 TR BHEVR VR HRE

F 7P ORBICBEETIBRIT /NI v UV BREBEEE, 7T VEAT ) ARV —E,
F 7 m—2h P450 (CYP) Thbd, &7 FE oy 10-N- 7 L7 a U EEfEES KRR O 4'-N-27
N7a CERRAERIE, BV v VBEAESND, 10-N-Z V7 v U ERFA RS fE T K OVR H
BT EEREMTH D, 4-N-FX > MERBHMOERITTZ Z 0 E0E ) A7 —EnH
HLTW2, £ THD 4-N-7 22 FRIE CYP1A2 2/ L CTAEKR SN D, ki
RO TH D 2-8 Fr s A F LKL CYP2D6 #4 L TAREND BN, 47 0ok
W77 V7 7 v AZRELEHEST HZ L3720, in vivo DEMWRBRIZEB VT, 4-N-T A X FILIK
KO 2-B Ra ¥y 2 FVROIEEIEMEIZ /20D, UEA T P &g U Ciied TR | JRBRE
POARKITIA T P THD ZERHRIN TS, EEIREICEBIT 5 REIA, 10-N-7 L2
7 BRAE R L DN 4-N-7 2 A F VRO MR IX 100 @ 44 : 31 Th o7z 5259, [10. B

(2) RBICEST 58K (CYPE) OFFE. F5F

AFNIORFHITATF D FIRESE CYPLA2 "5 LT 5, £7-. CYP2D6 L5 L TWB EEX D
ncwna, [16.4.1 M)

(3) VEEBENROFERVEZDES

DR L

(4) REVOFHEDOARRVEEL, FELE

M E R L

. B
R R R R U i R

EFER A UC AT U B O# G Lz s &, 21 HRE TREFEEOK 57% % O 30% 23 F 1
ZRR P R OFEE iz gkt Stz 55 (SNEAT — %),

SV RR—E2—IZET H1EHK

AR L

. BHEIZ L IREE
AR L
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10.

1.

FEDNDEREZHIHBE
16.6.1 BHEREEE
BRI TWERE 10 llcA T o T e I T 28G5 LERFICE D & BHEQK I3+ T
YL OIEMBIBIC R 5 AR o7 50 GREAT ),
16.6.2 FFeEEEEHE
FRERR T ITA Z P D7 VT F U RE R TS 2 LR TRI N, IFHEREIR T B 8 4
(AT P bE (Bl UIA T P e A T B RG LIREC L D & IFRREIR T I
F TP ORYBRRICE L 5 2 oo 50 GMEAT— ),
16.6.3 Hin&E
FZoF N T OHEIRE T 65 m EOYERE 16 HlOHA I I L
B3WILR L7= (v : 52 WFfH], JEeaina « 34 BFfH]) 59, 14 H i 7 Tl 65 mtlh b owk
FH 8DV ICEEIL 59 FEfl Th 7259 ULE AT — ),
16.6.4 17 - BE
AT o UsE (FilEE) XA T LT B LIERFHC LD & ZiEICE T A4
TGP0 VT 7 AFBELD K 25% 1K<, FLBEFICBTAAT o0 VT T
VANIIEMYER X0 K 35%mn o Te i, THDBERD ENNDEONFET DT LIc kv —ix
AN G- B& 2T 2 MBI, PR & B 2B DTG O 7 U 7 T v A EIE T M
JE Theb i < IRV TRIEBYIEE | BIEIEEE OIAT, MEIERIEE 73 5 b 7> 72 47 48)- 60)
GMEAT—%),
H) AT/ Bmg AT U UEE (FiEEE) Smg 1ZAEMFMICEETH D Z LM
IALTUND 10,

Z 0t
MM E R L
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VI. £t (EAELOZEESF) CEY HEE

RELEDHERA

1
11 EFLVOBEDO LS BRFEET 7V F—L XA  BRFGEESOERGEIERANEEL.

RTICEDGHENHHDT., FF®EPIT, MBEOREEFOBRRETFICITI2 L, [2.5. 11141

SHE]

1.2 BEICHT-> T, HoM CHLREVERAKRRTHBENHI L%, BERUTORKICT

SICEHREAL. OB, 2. 2R, FREFOERBISEREL. CO&SLBERRHSONIBEEICE.

ELICBREZ2HEL. EMOZRERITEHL5. BETH L, [8.1, 83, 9.1.1, 11.1.1 ]

(fian)

1.1 EANTIREZICE W T, A E OBEENEE CERWEERAEFRR L LT, \ifubE, HIRE,
PEIRIGME S R 7 o R—=U A BEIRIGIESIEE O EEREEANRE SN TS, 2095 BIETH)
X, ARFIEGRINTHERIE & ZH ST eh, B WIEEERBE OGN T (BB, FEE e L)
EH LT\, SIFED D WITHERBE RO DN T-5E 13, #Y)720UE 200 2iTH 2 ENE
BLThDEBEZOLND, LenoT, Al 2K, LR, BREOGMEEOEIRIRD S8
AT, BEIZS CBHEIZHRO b, e & O OO BRIRBNC LB i & i 5 2 &
DY) THH EEBEZHND, 7B, MRHFEHIE O LEME K OBEEIZ SN T, o ERRE & [
R, BEORRKIREIIE U TRET 2 2 & (BAaZaME®R Pk 14 4 A (No.02-1) /),

1.2 EIMFEDORBLZ BRI T 2720, BELOZEOFEICR L, LTOS%E 4327, 5
TLHZE (BARAMEEHR k14 4 A (No.02-1) ).,

« BEIRITRE L OWERIS OMEER O & 5 BRE IS TH DL &

c ARG X0 EIE . BRI BT Y R— 3 & DU NI RS P S S o0 L 7 IR AN 5
B2 fedEnds L
- 0¥, 2R, 2R, BREOIERDRD SN HEIZIE, SIS FEE L T D ATEEENE 2 6
nopé
c FRROBFIEREROTZSEAIE, BEHICAAORGEZ PRI L, EMOBEEZITDL L

2. EBRBELETOEHR
2EE (ROBHIZEBBELELI L)
21 FHEREORE [BMERELZELIEIBTARH 5, ]
2.2 /LY — VRTINS O PR G O TRV NI H 5 B [H R E AN TR X
b,
2.3 RFN DRI LiBUE DB ERE D & 2 B
24 7 RV F U U EREEHRTOBE (T RLFTU 2T F7 4 7% —OREAIEHR, UTHEAHERIC K
F 2R EEREE S L < IBEMRPMCEER T 256 2R <) [10.1. 13.2 ]
2.5 PERIFOBE, FERBOBERO S 2 EE [1.1, 11.1.1 &H#]
(fiah)
2.1 BERREDBE AR 2GS L, FIERIEZ B(L S5 A[REMENH D720 E LT,
2.2 AFNTIE, FHARRMHEIERRRD SN TN DT, 7L B — LEEFEER 7 & o AR
HilE & AR Z PRS2 Z LIk D, PHARRAMENE R 23 HE5R S D ATRENEN 8 2 728D, AR
PHIFIOFRNEEE N IZH 2 BEITITELG L &,
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2.3 RIS\ EICARFN ORI VIRBUE 2 %8 L7256, AROFRGICE D I HICEE il
FEIR 2R BT D AREME N H D Z L B E LT,

2.4 KEND o THEBEWIERIZEZD T Fv Y oo B2 ERREREM & 720 | fFERE T35
BTo268FZN0WNHHTOERELE,

2.5 BHATNTHERIF T o 7o BE T3 U TR A B 5 ISR 70 = U 2 F8 8L L 7B 358 8 ©
NTWAHERED, TRHOREFICH L UIREEZ#ITAZ L& LT,

3. MREXIHRICEET SR EEDEH
(TV. 2. ZEESUINRICEET SR 22452 L,)

4. BERUVAERICEEYT 5IRLETOER
(Tv. 4. MEXOHBRICEETSER] 22552 L)

5. EEGEFNIE L EZDER

SEELEXMIE
<BheEHE>
8.4 ARAIOEHIZEY, FLWIFEHED EFN G, BEREES b7 2 R— X BEIRIGHESMESE O
MARRBE T LD 2 N LOT, REEEFIX, MEEOMES DS, 2K, £k, HIRED
Bl 02415 2 b, KRS, b, BHSE OREIRBEOGKRIK 12 A9 5 8F T, e k
AL, REHREZ MBS BZENNH S, [1.2, 8.3, 9.1.1, 11.1.1 ]

8.2 [RKIMMENH HDLINDHZ &N DHDT, ARAFEHRIX, B, BEi&, miF. IR, BIR, 5%
BEE S DR MBERICER T2 & & i, M EONESEOBEE+/3I2iTH> 2 £, [8.3,11.1.2 &
]

8.3 AFNDEHIZEL, HOENU® LG 8.1 KU 8.2 OEIWERANRETI2HANLL L&, BEK
OZDOFFEIC I L, @iuiER (0¥, 28, 2R, JR%) . RIEEER (W&, B
B, WIT IRER, IR, ERREEZ) IEEL. 20X RIERRE L DNESAICIE. BEHIZ
B &R L, EROBREEZTHELD, fFETHZ &, [1.2, 81, 82, 9.1.1, 11.1.1, 11.1.2 &
e

8.4 AF|OHEIZ L VIKEHNZ KT ZLNHLDT, IEMICEE L, BloMENS bbh-5Ha
X, ARERE, EEEIESEOWY R NEEITO L,

8.5 AFKNIHIMAEM 2 AT 2720, MOIEANTIES hEE, BEAZE, MIERESIC L DIREMER 2 A8
FET D ENHLOTERETHI &,

8.6 IR, HEET) - ) - RENEBRENFDORTNREIDZ LN LD T, KAIFEGHOBEITIX
EAT COMERED 5T BBV HEOERREfEIR 2 F ) B OBt R S SRV I 2 BT 2 &,

<PBHEEEFCH T LBERRVS DEROEE>

8.7 BMEIR KON D SRR YGE LI E I, AR OGO EAIZ OV TRET L, AHlA 18R E
BH LWL EET DI &, BUBRMEREE OMERHFRIEIC I T 2 B AR N TORKIO A WE R OV 2k
[IAEST L TUN ey,
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<TDHEMEEF(CH TS 5 DEROBE>

8.8 MMBMEIEEIZIHIT D 9 DIEREA T HBEFICAR LG T 5856, UFORICEETLZ &,
[9.1.7, 15.1.3 &M#]

8.8.1 K ) DJf MR ELEOREE BRI EIZRIT 5 ) DR EETe) 2 HTHEE~DOHLH D
FOBHIZED | 24 UL T OBE T, ARRE, ARERKOREBEDOY 27 BHINT 5 & OHRENH
B0, AFORGIZHTZ->TEI, VAZ ERRXT7 4 v b EEETDHZ L,

8.8.2 Y DIEREZA T HREIIMERIENHY . BREROBENLRH LD T, Z0O &5 7pBEITH
R RN N G5 B2 BT HBICITBRE ORER REOE(L 2 FEIR BRI &,
8.8.3 17z, MM B, = VRIE, RIR, GREENE. BUE. BCRME, EEWE, T U7
EEATRERH 5D Z ERME SN TS, £o, RRBRIZHA LN TIZRWA, b DE
W ATENZ K LIERICIB W T, REEROB(L X ITHASE, BN, mETARHREINT
W5, BEOREBAREBOZIZTEERBIET DL LI, ZADLDIEROHEENBE ST
Baicid, REEBEZHEEET, ReIl@EL, K52 PRI 50 E@EORLELZTT) 2L, [8.8.5,

9.1.8, 9.1.9 ]

8.8.4 HAHM TOMERMEZ 7o, BEAMMNIED LN HBFIZATT H855121%, 1 BlHO
Wi A m/NRIZE EDDHZ L,

8.8.5 FIEHIZ AASEC ARARIX, BIE, MM, GRS OFTE O (b K OSERER B O AL A
oD Y A7 FITONWT o ZITY, Eh L BEICEKELZMV GO KOomET22 L,
[8.8.3, 9.1.8, 9.1.9 ]

(fiah)

8.1 EANTIRZIZI VT, AL OBEMENGE CE ARWEERAEFEFG L LT, miibE, FERWE.
PERIFIES N7 v R—U A HERFEEEESO BEERENEAPRE SN TWD, ENTHRE SN
TeARHK & ORFEBIRDGE T X RWEE R @I OERI O & A EIIRERE OERIK T (FRE.,
EILRE, 7R L) AT HEFTH D, T DDOBRFITBWTIE, AFIES I 28I
W EATDAREMERH LD T, HEICKET L2 LBRUNETH D,

8.2 FEEMPUEMFEIC BV TRMPENHEINTEY | AANZOVWTHHZ - AESZE0EN
MRBEWERERT —% (EISERZMDRV) TERMFEICBEET 2 FLn R ST D, L
oo T, RAERA L TWDEBFTIE, B, Bk, miF. Bk, HiR, EEEEOK
MFEERIC R EBERLETH D,

8.4 AT WV EE D IFERPURE MR K OVER PR AR HE & 2 & 3K O IR O (R E 1Y
MEFERE#ENH D LB Z LTS 6D W/ REEMAZ KT & IBmAY A7 77 7 2 —L7p
2 fl 2 OFRE BRI D ILE RIE G2 &) OIERDOEAL S DVIIFIED U 2 7 KT 5 DT,
BHEEL D NTEEBRIE LR A, BEREEHNZ RS2V E I EENRLETH D,

8.5 AANL R /83 U RIHERHER 2 A4 2 270, HIAEH 2 R4 RN H 5, ZD7=0, il
DOFEFNC L2 FIREICH 5 EHF, BAEOH 2 BE . H 5 VITNIEE O BHEEIZ B TIRHE
IRBEONRLRDHTENHY, ZNOHORBEL AL TLEI FIREERH D, LEERn->T, K
AERA L TWLEETIE, +aRIEEPLETH D,

8.6 ARFNLHHAFRIEIER 2 AT 5720, FRCIHR O PN BRSO AHERE - EEEREOIK T %
K AREMER B D, LTe o T, @ATCOMER,, ERA ML O MROBIEFIIIEFESERVWED
T REENSLETH D,
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8.7 PURRMERETFIZI51T 2 Btk O U2 B LT, AMEEGRSER CII A & OMERF I o0 R 1ot 5
DAREMENDR S, BRMEIZOWVWT S RGRAFENRINTWD, —F, EWNERRER T,
3 EIRIEW O 7 7 R ICRT 2 EMME, WONCAK] 18 WG L7z & ZICHIEN /RS, &
R 24 HREGOREWE LIS N TV D, F iz PRI FIZI 1T 5 9 Dk oc#IcB LT,
H A Z & T ERS L RRER T, 6 MEOAMEM O 7 5 & RIC k4 28 R S, 18 R DRk
IR W T HREROE R & BAEMREO SR TW5S, S5, ENBERRRICBWT, &K41%
e 48 WG LT & OB ROFHGE & AEMENRD LN TN D, ZO X I ICENIIDNL S
MOKRBRRT — 2B HD5H0D, [T Y — KOOI - BRGNS 2 8 2hitE &k O 2t
RN LTV N2 & D BUER KOV D DR S L 7o IS ARH O B 23 3 S 47712k
BN G- SN D Z LTl TIER VW EB 2 bDd, Liend> T, BER LK) DIER S sE L
T2 a3, AR OB GFEO BRI HOWTHET L, AFIZERERG LRNEICEET LS Z
L

8.8.2 I DIEREZAT HEREIL. ARESE., BEEXOY A RENI ERH LD, b DB
FIZBW L, BEOREBERVHEBOZA TR BLE LN OEEICEGT L L,

8.8.3 9 OJEIR A E LIZH#FIZ SSRI K SNRI 501 9 SFl &2 ¥ G- LIziE R, g, s,
Ry 7 FE, RIR, SREME, BOR. B, fEEhE, 7 U7 RS MEE AR, iR B
REND HDOIND Z EBRHE STV D 6, RIREAMRIZI 522 TidZen Ay, SSRI XX SNRI %
WG ENT=Z L2 E 0 2 b OEIR - 178 & 3k L7 EFNT U T JEEER B O B ST H B8 8.,
BB, hETAPREINTNDTD, BEOREROREOE(LZEERBIET L L &
HIT, 2D DIEROEENBR I NG AIT, BB EYICHET ILNEND D, AKX
SSRI J2 O SNRI %0 Hiffilk 9 DIF ORI E B & L72HL 2 DI TIXZR WS, AFNT 5 ik %
ET2BEBFIELGINDAREMERDH D Z 0D, H19 DIORMLELZZICHH# LI, b
DBRFIZBOTTEEORER ORREOE(L 2 EERBE LN SEEICELE T2 L,

8.8.4 BIFRH D 5 DIFEFENHANZ MW THBEEM DA, W ENTHEAZMNLZ Endb b,
Lo T, BEMEMPFED N5 EFITLST T 5551213, 1 B0 BZR/NRIZE ED 5
EOCHEHEETHAREND D,

8.8.6 HAMESCHAMM, B, KB, FREMEEDITE O K OB EE D H &bl
U AT EIZONWT, BEOFEEIZH Faditl 21TV, BEOREOLLAEER BT 5
ZENEETHD,

TREHPIZRE ORIEO LN B b NG E TS TEMICEE T 572 & BEOREEICOWTE
ffl & BB ICHAR A B &9 KO FEELAFEETH L,

6. HEDEREATHIBEICETIIRE
(1) AHHE - BIEESOHLBE

9.1 SHHE - IEEEOHLHE

<ZBhEeHE>

9.1.1 HERHFOREE. BEOEH LI VIR EEFORRBOEREFEET 5%
[1.2, 8.1, 8.3, 11.1.1 &#]

9.1.2 [REA. MEEA LVOX,. BERABRNEOHSBE

ol AKX VIEREZESE L2 03 H 5,

9.1.3 TAMAZEOEEMEBXNE W oOREEDHLBE
ERMEZ KT ST 221D D,
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914 FRIDV YTV RAEZBTSEHHER (FRES. xiE, Bind) Z26EHOBSA
AR O MIEFRENEINT 22 03 b5, [9.8 B
9.1.5 i - MEXRE (DHEEHDIWVFIOHRELOBRE. DAL, GEERES). MOEEBEUE
mEAF YT LMRE (Bik, MRERAD. OERTRBEICK S68RE) 259588
REMENC, O F W, Sk, EVEELEERH DL ERNH D,
9.1.6 FEIKE. BB, B, BKKREBFORKEAFEZATIES

[11.1.10 /]
<BHIBHEF(CH TS 5 DEROTE>
9.1.7 BRERENIIEREROMENDHLBE. BREEOHIESE

HE&E, BERERH b Z b5, [8.8, 15.1.3 ]
9.1.8 MDBFHMWEEDHSBE

fhDHL 5 SHITHAIEIR D BEALNBD b= & OGN H 5 63, [8.8.3, 8.8.5, 9.1.9 ]
9.1.9 HEIMLAEVGEREELETHEE

fhDHL 5 SHITHAFIEIR D BEALNBD b= & OGN H 5 63, [8.8.3, 8.8.5, 9.1.8 ]

(fiA)

9.1.1 EWNTHE I -AAK L OREBEENEE TE A WEE A S MU OIEF DI & A EIXFERIA
DFERIKF (FIEEE, &SibE, Eie ) 268326 THL, ZNHOBEITENTIE, A4
B G-I RIS R 2 R R 2 FEEER H D O T, EEICEET A EAMLETH D,

9.1.2 Hiz U AERIZ X 0 IEROEAL T 2 I REMED & D IREA, BREIEA Lo 2 PHZEMS M RN R D
HOLEEITEEICRET20ERN DD, Ik, AKAIL, ~ U 2 ZHOWZATEEEH 7RRERIC X
ST, WiV AERHZRTZENHALMIEINTWVWS (2.56~10 mg/kg p.o.) 82, FD{EMA
i n b= A ERERER R X U A EERTERIC A~ TE5 < 636D iR RFIZ R RE
ERD I RBNMERIIRS RN EB 2 HND,

9.1.3 TADAZEORBMERE TN OBEROH 5 BHFITIIERMELIK TS 203 H
LOTHEICERETHMLENRD D,

9.1.4 FEMERERER L LT, Mz, B Fis, A\EEZOBTRKFORBLRFLIZLE A, &
P EMRE L M OGRS TABIDO 27 )T 5 U ADMEN T EARHER ST WS, A EREDE
WERRRBRSE L U E TOFERHEE NG, 2N 6 D0ERZ 2 DLl LR 2BE DLAE . A4
DY VT T APMET LAKIO M A RES T 5 ATREMENRE 2 Hivd, 2D X 5 RBEIHEH
T 55 E TR CEVEH ORBLZ +3ICBl82 L, HEICKGZITOLER D D,

9.1.5 AAlZ a7 RUF U B EREH 263 5720 29, RIEME OILEZ K LI ER FE
Mz RTAReERN 0 ESCHARILE, D F W RGHESIRZ: & DIERRH B b d Z L i3d 5,
T DOFERITIREOEICH b b Z ENE, LEN->T, AFIZRAL THWSHEE T -
MAFBE, IIE R SR OMRILESE Z 0 LT VIRERRD b 555101, HoRiEES L
Th D,

9.1.6 HUREMIRIEOM FHIZ K o CHARMAR ZERIEF G D U 2 7 BN 5 AREMEDR B 5 726 68 K
Fill 2 & O HURS MK A F R LA ZEAE FROMBERK  ORERIREE, REIBUR, BER. BiACRIESE)
EHTHEREICHRET AT, FOREENRSLETH 5.

9.1.7 H&&E., ARCHMOMARE AR SEOH 5 HBEIT. BRSE., ARENDO Y 27 15
W2 ERBHDTD, TNHDEZITENTL, BEORBROREBOZ(LAIERERS B LN
HEEICHEET L L,

g

E
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9.1.8 I EREHATLIERET, MOWMEMNEEDFEKNDH 5 HBHFIC SSRI LT SNRI D H 9 >
a4 2 L RHERSHEE L, thETAICEDLRVAH D 2 EBHE STV D 69, KFH|
1% SSRI & OF SNRI % 0 Bl 5 i OIE# 2 HE & LizH 9 SFI TR0V, RANT H ek
ERTORFICEGEINDIRERS D Z LD, PLI DHOTA LEES B IR L, Zh
HOBRFIZEBNTTBEEOREBROWNEOEL A EERBE LN bEEICRETHZ &,
9.1.9 WML E BE G RRIEBRE O 5 DR, 7T 3 — UKFES/ =Y 7V 7 ¢ —fEE L
W o T EEE S OV ORERE S A A3 5 BB SSRI . O SNRI D HL 9 S & & 595 L FEtiiE
WL, fEITAICELRONDBH DL Z ERHRE ST D 669 KA|IT SSRI &Y SNRI
HLOHMRYE ) DR OIRFEE HINE LI2Hl ) SFI Tl v, RFNE O SiERE BT 2 BHICHE S
SNDHEEMERSH D Z LD, J1) DEOIMILELBEICTEH LT, ZNHDBHEIZBNTIT
BEORER REOENAEERSBIE LN OEEIIRETHZ L,
(2) BREEESRE
BRE S LT
(3) HHEEERE
9.3 Fr#REMEE BE

931 FEENHLBEXIHSHDOHLEACLHAREZTTLIEE
IFEEZESEDLZENH D,

(4) &GEREZHT 5F
BRE I TWVR
(5) b

9.5 ITiE

BEb SRR U TN D AIREE D & 2 ZeMEIC T, 16 LR Gt Z a5 Ll s 256
CORBEET D &, MREMICHREMREN G SN TV D54, HrERICH LS, EIR, I
WRREE, HRER, ARERIRIK T, SRS OBEBUE IR HEARINRIEIR 2 B & b L OWERH D,
(fiE3t)

EN L OSNEO BI#@E & LT, AKH 2 G iR RIEa & 5 S v7om A HE Lo A RIzs v
T, FYBERERGERE & BhET 2 FR B ME STV D,

(6) =3LiR
9.6 RELIF
BHALZ2WZ EREFE LV, & FRAF~OBITHRREINTWVD,
(fifta)
SE AN DA et 2t & LT B ARBRIC BT, & PR ~OBITRHER ST
60

(7) MNR%F

9.7 MNR%E
AN b G & LT IR R R BRI T S i L TR,
(fi# )

AR (15 FoRim) x5 & LIERRRBRIZER SN TR 6§ LM L TW7Rw,
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Z7 W EE 2.5mg NIG)
+5 P 4 5mg [NIG) .
ST T BISE, AL SIS
W |77V 0me NG FE) R DS OIS X Y BT
45 v #E OD $ 2.5mg [NIG) - = -
47 ¥ OD § 5mg [NIG -
Z+Z B 0D & 10mg [NIG]
BHRSr | AT7 ey 2L
2. AWEIRM

AREM : 34

3. BERETORE
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4. RO EDEER
<A77 ¥ 0D INIG, >

20. RV EDEE
BREMZITIB R A BT TIRIET A 2 &,
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6. E—m5 - ABE
[y« 7 VRV MR 1%, V7 L3 EE 2.5mg, 5mg, 10mg,
CTUX VYA T ¢ A8E 2.5mg, 5mg, 10mg

7. ERR4EERR
EN;

8. HERTABFABRUVRREES. EEELNMEAD. RTMABEABD
<A77 VB UE 2.5mg INIG| >

BUE AR 78 KGR . SERAG J HE U AR 7eBR A
Jig IR IR FE4 HGRE S
' e EHA 7 EHA 1A
e |47 P EE 2.5mg 2016 4F 2016 4 2016 4F
o 22800AMX00056000
BA 1A [ 3] 2H15H 6 H17H 6H17H
A FT5 P U bE 2.5mg , ] 2023 4 2023 4E
[NIG 8H30H 8 H30H
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FHH FHH FHH
W72 | 47 e 0D s 2016 4F 99800 AMX00050000 2016 4F 2016 4F
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HFHH f£HA #£HHA
R5E | A5 0D 2016 4F 99800 AMX00051000 2016 4 2016 4E
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BhRe IR, HELOHEBEMFEHAH 201646 H 1 H
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47 Y 0D §E 10mg [7 3]
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W, RACEA T L Chmg & 1 H
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2 20mg ZHER RN &,
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13. £Ea—F

JEA A A I HE | BRI 2 — R . Lt 7 N ER
B4 s ) e HOT (947 &% | "
W ESE G = — R (YJ =2—R) VAT LAHa—R
FT Wb
1179044F1010 1179044F1231 124947703 622494703
2.5mg [NIG]
T oW B
1179044F2017 1179044F2238 124948403 622494803
5mg INIG]
FT Wb
1179044F3013 1179044F3234 124949103 622494903
10mg NIG]
7 W E L 0D §E
1179044F6012 1179044F6160 124950703 622495003
2.5mg [NIG]
7 WL 0D §E
1179044F4010 1179044F4184 124951403 622495103
5mg INIG]
+Z Y 0D §E
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EH 4 KIE
24 Eli Lilly and Company

. ZYPREXA- olanzapine tablet
s ZYPREXA ZYDIS- olanzapine tablet, orally disintegrating
HIE - ik | 2.5mg, Smg. 7.5mg. 10mg, 15mg. 20mg
INDICATIONS AND USAGE

1.1 Schizophrenia

Oral ZYPREXA is indicated for the treatment of schizophrenia. Efficacy was established in three
clinical trials in adult patients with schizophrenia: two 6-week trials and one maintenance trial. In

adolescent patients with schizophrenia (ages 13-17), efficacy was established in one 6-week trial.

When deciding among the alternative treatments available for adolescents, clinicians should

consider the increased potential (in adolescents as compared with adults) for weight gain and

dyslipidemia. Clinicians should consider the potential long-term risks when prescribing to

adolescents, and in many cases this may lead them to consider prescribing other drugs first in

adolescents.

72




INDICATIONS AND USAGE

1.2 Bipolar I Disorder (Manic or Mixed Episodes)

Monotherapy — Oral ZYPREXA is indicated for the acute treatment of manic or mixed episodes
associated with bipolar I disorder and maintenance treatment of bipolar I disorder. Efficacy was
established in three clinical trials in adult patients with manic or mixed episodes of bipolar I
disorder: two 3- to 4-week trials and one monotherapy maintenance trial. In adolescent patients
with manic or mixed episodes associated with bipolar I disorder (ages 13-17), efficacy was
established in one 3-week trial.

When deciding among the alternative treatments available for adolescents, clinicians should
consider the increased potential (in adolescents as compared with adults) for weight gain and
dyslipidemia. Clinicians should consider the potential long-term risks when prescribing to
adolescents, and in many cases this may lead them to consider prescribing other drugs first in
adolescents.

Adjunctive Therapy to Lithium or Valproate — Oral ZYPREXA is indicated for the treatment of
manic or mixed episodes associated with bipolar I disorder as an adjunct to lithium or valproate.
Efficacy was established in two 6-week clinical trials in adults. The effectiveness of adjunctive
therapy for longer-term use has not been systematically evaluated in controlled trials.

1.3 Special Considerations in Treating Pediatric Schizophrenia and Bipolar I Disorder

Pediatric schizophrenia and bipolar I disorder are serious mental disorders; however, diagnosis
can be challenging. For pediatric schizophrenia, symptom profiles can be variable, and for bipolar I
disorder, pediatric patients may have variable patterns of periodicity of manic or mixed symptoms.
It is recommended that medication therapy for pediatric schizophrenia and bipolar I disorder be
initiated only after a thorough diagnostic evaluation has been performed and careful consideration
given to the risks associated with medication treatment. Medication treatment for both pediatric
schizophrenia and bipolar I disorder should be part of a total treatment program that often includes
psychological, educational and social interventions.

1.5 ZYPREXA and Fluoxetine in Combination: Depressive Episodes Associated with Bipolar I
Disorder

Oral ZYPREXA and fluoxetine in combination is indicated for the treatment of depressive episodes
associated with bipolar I disorder, based on clinical studies. When using ZYPREXA and fluoxetine
in combination, refer to the Clinical Studies section of the package insert for Symbyax.

ZYPREXA monotherapy is not indicated for the treatment of depressive episodes associated with
bipolar I disorder.

1.6 ZYPREXA and Fluoxetine in Combination: Treatment Resistant Depression

Oral ZYPREXA and fluoxetine in combination is indicated for the treatment of treatment resistant
depression (major depressive disorder in patients who do not respond to 2 separate trials of
different antidepressants of adequate dose and duration in the current episode), based on clinical
studies in adult patients. When using ZYPREXA and fluoxetine in combination, refer to the Clinical
Studies section of the package insert for Symbyax.

ZYPREXA monotherapy is not indicated for the treatment of treatment resistant depression.
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DOSAGE AND ADMINISTRATION

2.1 Schizophrenia

Adults

Dose Selection — Oral olanzapine should be administered on a once-a-day schedule without regard
to meals, generally beginning with 5 to 10 mg initially, with a target dose of 10 mg/day within
several days. Further dosage adjustments, if indicated, should generally occur at intervals of not
less than 1 week, since steady state for olanzapine would not be achieved for approximately 1 week
in the typical patient. When dosage adjustments are necessary, dose increments/decrements of 5 mg
QD are recommended.

Efficacy in schizophrenia was demonstrated in a dose range of 10 to 15 mg/day in clinical trials.
However, doses above 10 mg/day were not demonstrated to be more efficacious than the 10 mg/day
dose. An increase to a dose greater than the target dose of 10 mg/day G.e., to a dose of 15 mg/day or
greater) is recommended only after clinical assessment. Olanzapine is not indicated for use in doses
above 20 mg/day.

Dosing in Special Populations — The recommended starting dose is 5 mg in patients who are

debilitated, who have a predisposition to hypotensive reactions, who otherwise exhibit a
combination of factors that may result in slower metabolism of olanzapine (e.g., nonsmoking female
patients >65 years of age), or who may be more pharmacodynamically sensitive to olanzapine. When
indicated, dose escalation should be performed with caution in these patients.

Maintenance Treatment — The effectiveness of oral olanzapine, 10 mg/day to 20 mg/day, in

maintaining treatment response in schizophrenic patients who had been stable on ZYPREXA for
approximately 8 weeks and were then followed for relapse has been demonstrated in a
placebo-controlled trial. The healthcare provider who elects to use ZYPREXA for extended periods
should periodically reevaluate the long-term usefulness of the drug for the individual patient.

Adolescents

Dose Selection — Oral olanzapine should be administered on a once-a-day schedule without regard
to meals with a recommended starting dose of 2.5 or 5 mg, with a target dose of 10 mg/day. Efficacy
in adolescents with schizophrenia was demonstrated based on a flexible dose range of 2.5 to 20
mg/day in clinical trials, with a mean modal dose of 12.5 mg/day (mean dose of 11.1 mg/day). When
dosage adjustments are necessary, dose increments/decrements of 2.5 or 5 mg are recommended.

The safety and effectiveness of doses above 20 mg/day have not been evaluated in clinical trials.

Maintenance Treatment — The efficacy of ZYPREXA for the maintenance treatment of

schizophrenia in the adolescent population has not been systematically evaluated; however,
maintenance efficacy can be extrapolated from adult data along with comparisons of olanzapine
pharmacokinetic parameters in adult and adolescent patients. Thus, it is generally recommended
that responding patients be continued beyond the acute response, but at the lowest dose needed to
maintain remission. Patients should be periodically reassessed to determine the need for
maintenance treatment.

2.2 Bipolar I Disorder (Manic or Mixed Episodes)
Adults
Dose Selection for Monotherapy — Oral olanzapine should be administered on a once-aday

schedule without regard to meals, generally beginning with 10 or 15 mg. Dosage adjustments, if
indicated, should generally occur at intervals of not less than 24 hours, reflecting the procedures in
the placebo-controlled trials. When dosage adjustments are necessary, dose increments/decrements
of 5 mg QD are recommended.
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Short-term (3-4 weeks) antimanic efficacy was demonstrated in a dose range of 5 mg to 20 mg/day
in clinical trials. The safety of doses above 20 mg/day has not been evaluated in clinical trials.

Maintenance Monotherapy — The benefit of maintaining bipolar I patients on monotherapy with
oral ZYPREXA at a dose of 5 to 20 mg/day, after achieving a responder status for an average
duration of 2 weeks, was demonstrated in a controlled trial. The healthcare provider who elects to
use ZYPREXA for extended periods should periodically reevaluate the long-term usefulness of the
drug for the individual patient.

Dose Selection for Adjunctive Treatment — When administered as adjunctive treatment to lithium

or valproate, oral olanzapine dosing should generally begin with 10 mg once-aday without regard to
meals.

Antimanic efficacy was demonstrated in a dose range of 5 mg to 20 mg/day in clinical trials. The
safety of doses above 20 mg/day has not been evaluated in clinical trials.

Adolescents

Dose Selection — Oral olanzapine should be administered on a once-a-day schedule without regard
to meals with a recommended starting dose of 2.5 or 5 mg, with a target dose of 10 mg/day. Efficacy
in adolescents with bipolar I disorder (manic or mixed episodes) was demonstrated based on a
flexible dose range of 2.5 to 20 mg/day in clinical trials, with a mean modal dose of 10.7 mg/day
(mean dose of 8.9 mg/day). When dosage adjustments are necessary, dose increments/decrements of
2.5 or 5 mg are recommended.

The safety and effectiveness of doses above 20 mg/day have not been evaluated in clinical trials.

Maintenance Treatment — The efficacy of ZYPREXA for the maintenance treatment of bipolar I
disorder in the adolescent population has not been evaluated; however, maintenance efficacy can be
extrapolated from adult data along with comparisons of olanzapine pharmacokinetic parameters in
adult and adolescent patients. Thus, it is generally recommended that responding patients be
continued beyond the acute response, but at the lowest dose needed to maintain remission. Patients
should be periodically reassessed to determine the need for maintenance treatment.

2.3 Administration of ZYPREXA ZYDIS (olanzapine orally disintegrating tablets)

After opening sachet, peel back foil on blister. Do not push tablet through foil. Immediately upon
opening the blister, using dry hands, remove tablet and place entire ZYPREXA ZYDIS in the mouth.
Tablet disintegration occurs rapidly in saliva so it can be easily swallowed with or without liquid.

2.4 ZYPREXA IntraMuscular: Agitation Associated with Schizophrenia and Bipolar I Mania

Dose Selection for Agitated Adult Patients with Schizophrenia and Bipolar I Mania — The efficacy
of intramuscular olanzapine for injection in controlling agitation in these disorders was
demonstrated in a dose range of 2.5 mg to 10 mg. The recommended dose in these patients is 10 mg.
Alower dose of 5 or 7.5 mg may be considered when clinical factors warrant. If agitation warranting
additional intramuscular doses persists following the initial dose, subsequent doses up to 10 mg
may be given. However, the efficacy of repeated doses of intramuscular olanzapine for injection in
agitated patients has not been systematically evaluated in controlled clinical trials. Also, the safety
of total daily doses greater than 30 mg, or 10 mg injections given more frequently than 2 hours after
the initial dose, and 4 hours after the second dose have not been evaluated in clinical trials.
Maximal dosing of intramuscular olanzapine (e.g., 3 doses of 10 mg administered 2-4 hours apart)
may be associated with a substantial occurrence of significant orthostatic hypotension. Thus, it is
recommended that patients requiring subsequent intramuscular injections be assessed for
orthostatic hypotension prior to the administration of any subsequent doses of intramuscular
olanzapine for injection. The administration of an additional dose to a patient with a clinically
significant postural change in systolic blood pressure is not recommended.
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If ongoing olanzapine therapy is clinically indicated, oral olanzapine may be initiated in a range of
5-20 mg/day as soon as clinically appropriate.

Intramuscular Dosing in Special Populations — A dose of 5 mg/injection should be considered for
geriatric patients or when other clinical factors warrant. A lower dose of 2.5 mg/injection should be
considered for patients who otherwise might be debilitated, be predisposed to hypotensive reactions,
or be more pharmacodynamically sensitive to olanzapine.

Administration of ZYPREXA IntraMuscular — ZYPREXA IntraMuscular is intended for
intramuscular use only. Do not administer intravenously or subcutaneously. Inject slowly, deep into
the muscle mass.

Parenteral drug products should be inspected visually for particulate matter and discoloration
prior to administration, whenever solution and container permit.

Directions for Preparation of ZYPREXA IntraMuscular with Sterile Water for Injection — Dissolve
the contents of the vial using 2.1 mL of Sterile Water for Injection to provide a solution containing

approximately 5 mg/mL of olanzapine. The resulting solution should appear clear and yellow.
ZYPREXA IntraMuscular reconstituted with Sterile Water for Injection should be used immediately
(within 1 hour) after reconstitution. Discard any unused portion.

The following table provides injection volumes for delivering various doses of intramuscular
olanzapine for injection reconstituted with Sterile Water for Injection.

Dose, mg Olanzapine Volume of Injection, mL
10 Withdraw total contents of vial
7.5 1.5
5 1
2.5 0.5

Physical Incompatibility Information — ZYPREXA IntraMuscular should be reconstituted only
with Sterile Water for Injection. ZYPREXA IntraMuscular should not be combined in a syringe with
diazepam injection because precipitation occurs when these products are mixed. Lorazepam
injection should not be used to reconstitute ZYPREXA IntraMuscular as this combination results in
a delayed reconstitution time. ZYPREXA IntraMuscular should not be combined in a syringe with
haloperidol injection because the resulting low pH has been shown to degrade olanzapine over time.

2.5 ZYPREXA and Fluoxetine in Combination: Depressive Episodes Associated with Bipolar I
Disorder

When using ZYPREXA and fluoxetine in combination, also refer to the Clinical Studies

section of the package insert for Symbyax.

Adults

Oral olanzapine should be administered in combination with fluoxetine once daily in the evening,
without regard to meals, generally beginning with 5 mg of oral olanzapine and 20 mg of fluoxetine.
Dosage adjustments, if indicated, can be made according to efficacy and tolerability within dose
ranges of oral olanzapine 5 to 12.5 mg and fluoxetine 20 to 50 mg. Antidepressant efficacy was
demonstrated with ZYPREXA and fluoxetine in combination in adult patients with a dose range of
olanzapine 6 to 12 mg and fluoxetine 25 to 50 mg. Safety of co-administration of doses above 18 mg

olanzapine with 75 mg fluoxetine has not been evaluated in clinical studies.
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Children and Adolescents (10-17 years of age)

Oral olanzapine should be administered in combination with fluoxetine once daily in the evening,
without regard to meals, generally beginning with 2.5 mg of oral olanzapine and 20 mg of
fluoxetine. Dosage adjustments, if indicated, can be made according to efficacy and tolerability.
Safety of co-administration of doses above 12 mg olanzapine with 50 mg fluoxetine has not been
evaluated in pediatric clinical studies.

Safety and efficacy of ZYPREXA and fluoxetine in combination was determined in clinical trials
supporting approval of Symbyax (fixed dose combination of ZYPREXA and fluoxetine). Symbyax is
dosed between 3 mg/25 mg (olanzapine/fluoxetine) per day and 12 mg/50 mg (olanzapine/fluoxetine)
per day. The following table demonstrates the appropriate individual component doses of ZYPREXA
and fluoxetine versus Symbyax. Dosage adjustments, if indicated, should be made with the
individual components according to efficacy and tolerability.

Table 1: Approximate Dose Correspondence Between Symbyax2 and the Combination of ZYPREXA
and Fluoxetine

For Use in Combination
Symbyax ZYPREXA Fluoxetine
(mg/day) (mg/day) (mg/day)
3 mg olanzapine/25 mg fluoxetine 2.5 20
6 mg olanzapine/25 mg fluoxetine 5 20
12 mg olanzapine/25 mg fluoxetine 10+2.5 20
6 mg olanzapine/50 mg fluoxetine 5 40+10
12 mg olanzapine/50 mg fluoxetine 10+2.5 40+10

a Symbyax (olanzapine/fluoxetine HC)) is a fixed-dose combination of ZYPREXA and fluoxetine.

While there is no body of evidence to answer the question of how long a patient treated with
ZYPREXA and fluoxetine in combination should remain on it, it is generally accepted that bipolar I
disorder, including the depressive episodes associated with bipolar I disorder, is a chronic illness
requiring chronic treatment. The healthcare provider should periodically reexamine the need for
continued pharmacotherapy.

ZYPREXA monotherapy is not indicated for the treatment of depressive episodes associated with
bipolar I disorder.

2.6 ZYPREXA and Fluoxetine in Combination: Treatment Resistant Depression
When using ZYPREXA and fluoxetine in combination, also refer to the Clinical Studies section of
the package insert for Symbyax.

Oral olanzapine should be administered in combination with fluoxetine once daily in the evening,
without regard to meals, generally beginning with 5 mg of oral olanzapine and 20 mg of fluoxetine.
Dosage adjustments, if indicated, can be made according to efficacy and tolerability within dose
ranges of oral olanzapine 5 to 20 mg and fluoxetine 20 to 50 mg. Antidepressant efficacy was
demonstrated with olanzapine and fluoxetine in combination in adult patients with a dose range of
olanzapine 6 to 18 mg and fluoxetine 25 to 50 mg.

Safety and efficacy of olanzapine in combination with fluoxetine was determined in clinical trials
supporting approval of Symbyax (fixed dose combination of olanzapine and fluoxetine). Symbyax is
dosed between 3 mg/25 mg (olanzapine/fluoxetine) per day and 12 mg/50 mg (olanzapine/fluoxetine)
per day. Table 1 above demonstrates the appropriate individual component doses of ZYPREXA and
fluoxetine versus Symbyax. Dosage adjustments, if indicated, should be made with the individual
components according to efficacy and tolerability.
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While there is no body of evidence to answer the question of how long a patient treated with
ZYPREXA and fluoxetine in combination should remain on it, it is generally accepted that
treatment resistant depression (major depressive disorder in adult patients who do not respond to 2
separate trials of different antidepressants of adequate dose and duration in the current episode) is
a chronic illness requiring chronic treatment. The healthcare provider should periodically
reexamine the need for continued pharmacotherapy.

Safety of co-administration of doses above 18 mg olanzapine with 75 mg fluoxetine has not been
evaluated in clinical studies.

ZYPREXA monotherapy is not indicated for treatment of treatment resistant depression (major
depressive disorder in patients who do not respond to 2 antidepressants of adequate dose and
duration in the current episode).

2.7 ZYPREXA and Fluoxetine in Combination: Dosing in Special Populations

The starting dose of oral olanzapine 2.5-5 mg with fluoxetine 20 mg should be used for patients
with a predisposition to hypotensive reactions, patients with hepatic impairment, or patients who
exhibit a combination of factors that may slow the metabolism of olanzapine or fluoxetine in
combination (female gender, geriatric age, nonsmoking status), or those patients who may be
pharmacodynamically sensitive to olanzapine. Dosing modification may be necessary in patients
who exhibit a combination of factors that may slow metabolism. When indicated, dose escalation
should be performed with caution in these patients. ZYPREXA and fluoxetine in combination have
not been systematically studied in patients over 65 years of age or in patients under 10 years of age.

2. BB SBKIRESR
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(IVIl. 6. FsEOEFRAEBHTHEEICHETHEE] OHEEHR)

Drug Name Category
A=A ST U T OBHR olanzapine C
(2023 4 11 A fER)

BE  pEOME
F—A NZ U7 D545 (An Australian categorization of risk of drug use in pregnancy)
Category C :
Drugs which, owing to their pharmacological effects, have caused or may be suspected of
causing, harmful effects on the human fetus or neonate without causing malformations.

These effects may be reversible. Accompanying texts should be consulted for further details.

78



XI. {F&E

1. BFl - REXEBICERLTCERYEBETSICHE->TOSEER
AEQERICEHT SEE
ARIENZIIARBEZZ T TRV EICET 2 RN E END,
R AFEEDHELL TORVWHNEDLEENTEY, H ETHRHM SN TV IR FIETHE LN ER
EEELLTIRLTND,
ERUEFE DA LR T2 L ToOZEFRTHY . MLFORHEETT O TIERL,
(1) @
MERMORELRER
#*5 Y E U8 2.5mg TNIG]

Wt D& ENE R 25°C « T5%RH OMRTFSRIECTRET L2/, MRS oBmETH Y |

R
WERIFTFEBANTH -T2, BT ORGSR CTHRET LR, ERIZBEAOKETH Y . MAIX
HEEAN., 21X 15 77 Lx-hr THESNTH - 7=,
BRI : 2015/6/24~2015/8/11
® Wity 25C - T5%RH [ - Bk
(B /IME ~ e KA
AbRrE B =N PRAFHIE
<K > H BH AR 4 3
WD R WEEBDH R
Mtk n= 242
PR n=3 CB242T| (> 4 ) (DT ¢ L A5 ET)
WiEAH (HPLC) n=3 R R
1> C62427 A A
PN 00 %9 -
AR (6) T2 =3 e o 96.37~98.63 96.61~98.10
<95.0~105.0% >

%1:RRT 9 0.09 KUY 0.16 ORFFME : 0.4%LL . RRT 49 0.88 ORFFME : 0.5% LA T, /2R LASh i #
DREFYE - 0.2%LL T, WERWE : 1.2%T
2 BRI A EHEE (%)

@ iy WEEE 30 5 Lx-hr [25°C., K&

(B /M~ F5 K AE)
BRI H =R FaBgR L &
<JHH > H BH AR 15 /7 Lx hr 30 & Lx-hr
OO R OO R A DR
PR n=3 C62427 | (AED 7 4 VbR %&| (AADT7 4V %z | (AADT 4 VLR %
aie) aie) aie)
W (HPLC) n=3 N N N
1> C62427 15 WA WA
S8 (%) *2 =
=i 06 n=3 C62427 96.37~98.63 94.96~97.21 92.68~93.52
<95.0~105.0% >

% 1:RRT #7 0.09 X OJ 0.16 OFEZEME - 0.4%LL ., RRT #9 0.88 DIFEZWE : 0.5%LL T, A£FLLA O~

DFEFRWE + 0.2%LL T, #EEEWHE « 1.2%LLF
K2 RoRBEISHT D EAR (%)

B, - K

79



35 Y E 2§ 5mg TNIG)

Wyt D& ENE R 25°C « T5%RH OMRTFSRIE TR L2/, RIS TH Y |
OEEITHFBN TH -T2, BN T ORGERMETHREF LR, MERITSECOmEKRTHY , H

BN, &80 60 /7 Lx-hr THENTH - 7=,

BRI : 2015/6/26~2015/7/31

® K 25C - T5%RH [ - BAKK]

NN
o oR

(B /IME ~ e KA
AbRrE B v b PRI
<H > e B i 438
WD R WEADH R
PEBR n= 24
MR n=3 C62433|  mrs g L aprEE L) (DT ¢ L A5 ET)
Wi (HPLC) n=3 N o
< ¥1> (62433 WA A
&8 (%) ¥2 n=3
C62433 97.16~98.60 96.90~97.87
<95.0~105.0% >

#1:RRT £ 0.09 XU 0.16 DFHFME : 0.4%LL T, RRT 9 0.88 DHHkWH : 0.5%LL T, ZERL LIS OfE %<
DIAFIE : 0.2%LLTF ., MIEEGWHE  1.2%LLF

M2 L BRI 2 EHR (%)

® K

IEOGE 60 7 Lx-hr [25°C, %]

(/I ~ e KA
RERIE H [mEVAN BN Sy A
< JHKs > Fa BH AR 15 5 Lx-hr 60 5 Lx-hr
WD R RO R WEADH R
PR n=3 62433 | (HED 7 4L %&| (AADT7 4V % | (AADT 4 VLR %
Eie) Eie) =X
HIERE (HPLC) n=3 R R R
<1 C62433 A WA A
LB (%) %2 n=
AR %6 K2 023 e as] 97.16~98.60 95.43~96.80 89.96~90.99
<95.0~105.0% >

#1:RRT £ 0.09 XU 0.16 OFHFME : 0.4%LL T, RRT %9 0.88 DHHfxWH : 0.5%LL T, ZERLLISOfE %
DI : 0.2%LUTF ., MIEEGWHE  1.2%LLF

M2 L RRRICHT D EHE (%)
Bk L K

80




59 E i 10mg INIG]

) DL ENE % 25°C « T5%RH ORAFSEIETRET L72fE R, MRITIR R Om R TH D | M &
OB RITHIENTH -T2, BT ORGSR THRE LIRR, HRIEREOHM R TH Y . M
HEEAN., 21X 60 /7 Lx-hr THEINTH- 7=,
BRI : 2015/7/2~2015/8/7
® K 25°C - T5%RH (I - B
(B /M~ F5e KA
BRIE H =R PRI
<k > 22 B A 434
RE DR WO R
Ptk n=3 62439
PR (KD T LD R T (KEBD T 1 VD E )
#iEEFRE (HPLC) n=3 e o
< ¥1> C62439 A A
&8 (%) ¥2 n=3 s
©95.0~105.0%> 62439 96.24~97.36 94.33~96.21

#1:RRT % 0.09 X O%) 0.16 DRREME : 0.4%LL T, RRT #7 0.88 DHfxME : 0.5%LL T, ZEFLLAS O %4

DIEEWE - 0.2%L1F
M2 FRRICKT 2 AR (%)

IR E © 1.2%L0F

#3:n=6  HEI KT
@ ik WE:E 60 5 Lx-hr [25°C. K]
(B /M~ F5e KA
R BRIE H 7k FaBg Y B
< HiHE > H BH AR 30 77 Lx-hr 60 7 Lix-hr
RE DR RE DR R 0 S RERDY /TN
PER n=3 C62439 | (EHEEDT 1 Vb | QRGO T 4V BF| GREEGED T 4 )V L
ZEie) ZETe) ZETe)
W (HPLC) n=3 N N N
<¥1> C62439 15 A WA
e (%) *2 n=3 ,
6243 .24~97.36%3 .59~96.2 92.80~94.80
© 95.0~105.0%> 9 96 97.36 95.59~96.23

¥ 1:RRT #7 0.09 X O%J 0.16 OFEZEME : 0.4%LL ., RRT #9 0.88 DIFEZWE : 0.5%LL T, A£FLLA O«

DFERFE : 0.2%LL T, MIEEEYE
K2 RoRBEISHTHEHAR (%)
X3 :n=6 MK KT

: 1.2%L0L T

81




#5 > 4#E> 0D & 10mg NIG)

W) DL ENE A 25°C « T5%RH ORAFSEIETRET L7IofE R, MRITIRREOm R TH D | M &
OERIIHIENTH -T2, BT ORGSR THRE LIRR, HRIEREOHM R TH Y . M
BN, 81330 77 Lx-hr THIEHTH-7-,
BRI : 2015/6/18~2015/7/28
® Wity 25C - T5%RH [ - Bk
(B /M~ F5e KA
BRI H =R PRATHIH]
<HiKg > &5 BH B B 434
Mk n=3 C61543 RO R O RERBY N
#iEHAE (HPLC) n=3 N N
1> C61543 WA A
S8 (%) *2 -
SR (%) n=3 C61543 98.55~98.65 98.23~98.69
<95.0~105.0% >

¥1:RRT #70.09 %O 0.16 DIERZWE : 0.4%LL T, RRT #9 0.88 OMERZAE : 0.5%LL T, /2L LISt O«
DORERFIE : 0.2%LL T, MERWE : 1.2%LL F
X2 BRI D EHE (%)

@ iy WEEE 60 5 Lx-hr [25°C., K& ]

(Fe/ M~ e KA
HERIE H = FaR O
<HiHE> & BH 4G 15 )3 Lx-hr 30 /7 Lx-hr 60 /7 Lx-hr
PEIR n=3 C61543 | KHEBDH A — W EDOMAK | READHR
HiE3B (HPLC) n=3 A
o A o A A
<¥1> C61543 l@u Pl M l@m
a8 (%) *2 n=3
HE ) . C61543 | 98.55~98.65 | 96.95~97.29 | 94.72~96.06 93.44~93.79
<95.0~105.0% >

%1 :RRT #J 0.09 X U%J 0.16 OERHME : 0.4%LL T, RRT £ 0.88 DR E : 0.5%LL T ZEFL LSO #
DA - 0.2%LL T, WEEDE : 1.2%L0 T

X2 BAREICKT2EHFE (%)

KA - KT

+Z Y OD § 2.6mg INIG) KU T ¥ ey OD $ 5mg INIG) X, 47 %> OD
BE 10mg NIG) &k (. ) ROMRIERNE —CTHDZ b, 79 EY 0D
5E 10mg [NIG] DO O ZEMRBROFERE ZSZ R TES 0,

82




(2) Hilk - BERRUBEREF1—T0EEN

#*35 U E SR 2.5mg INIG]

1) #RBRJ7E

[ B e v Bk
T4 AN —DEA N EERERY . BIK 12T 4 AP —RNICANTEA R ZREL,
55 COIY; 20mL ZW W Hts7z, 7 4 AR Y —2&EE LT 5 pflikE%k., 7 4 AP —%
FT I EEREA L, MBIREORNEZBIE LT, BOBRBRENRED bRRWEEIE, BT 5 45H
fiE%, FEROBAEZITV ARERRB ORI A BIZE LT,
FRROEIE TR 72 RERRE AR LR WIGEIL, BRIE T A5 L, B S FHEECHER <
WCRRIRZ R L. RIRROBAEEZ TV, BRI ORI A BIEE LTz,

(2 it P Rk |
WRBIE D NS T2T 4 AR — %R T 2 — 7128k L, £ 2~3mLM OME THEA L, F2—
TIHERNFFAIG N HH) 3 53D 2 KA L, AN Z Z DOF) 30em L& SITEE Lz, HEAKIS
HEOFERKEFALTT 2a—THNEIES L EDT 2 — T NORFYOFEIZ Tt 2845 LT,

2) ABRRSR

A SRS AR I PR

F 7 8 2.56mg [NIG) 5 AN REE - i L7z, | 8Fr.F = — 7 Zadim L 7=,

AT, THIRE RERG A7y 7 (K CiE9)) L THEBLE L,

35 Y E 2§ 5mg TNIG)

1) Rk

[ B e B

T A4 AN —DOEA NEERERY . BRI 1 HET 4 AP —NICANRTEARA M ZRL,
) 55°COIRYS 20mL W\ Wit 7z, T 4 A —I2#E LT 5 plikEg, T4 A —%
FT I EEREA L, MBIREORNEZBIE LT, BOBRBRERED bRRWEEIE, BT 5 5H
B, FEROBEAIEEZITV, FERB ORI 28I L,

FREOERIETI S 72 BRI SR DIV WA, IR LA e L, oS e canE <
WK Z R L. RIRROBAEEZIT V., BRI ORI A BlEE LTz,

[aE it LR R ]
WRBIE D NS T2T 4 AR —ZfRE T 2 — 7128k L, £ 2~3mLM OME THEA L, F2—
TITRPIR ARG DK 3 73D 2 ZKFEZ L, HEAGZ Z OF) 30cm LD S ITHEE Lz, HEAKIC
HWEOHKEZEALTF 2 —THNEZIES L EDOF 2 — T NORFY O A I Tt 2 842 L,

2) ABRAKER

A SRS AR I PR

7 Y B BE bmg [NIG) 5 LINICHREE - BB LT-, | SFr.F o — 7 il L7-,

AT, THIRE RERG A7y 7 (K CiE9)) L THEBLE L,

83



45 U¥FE L 10mg INIG)

1) Rk

[ B e v B

T A AN —DOE A NEERERY . BRI 1 HET 4 AP —NICANTEARA M ZRL,
) 55°COIRYS 20mL W\ Nfto7z, T 4 AU —I2#EE LT 5 plikEk, T4 A —%
FCT I EEREA L, fBIRE ORI EZBIE LT, BOBRBRERED bRRWEEIE, BT 5 55H
B, FEROBIEZITV, BB ORI A BIZE LT,

FREOERIETI 72 BRI SR IR WA, IR LA L, S e caE <
WK Z R L, RIRROBAEEZIT V., BERE ORI A BlEE LTz,

[aE it LR R ]
WREBIRD NS TeT 4 AN —%RETF 2 — 718k L. £ 2~3mL/BORE THEA L, Fo2—
TIIEPNFFALG D B 3 73D 2 Z2 KT L, AN Z £ OF) 30cm B @& SIZEE Lz, EARIS
HEOHEKEZEALTF 2 —THNEIES L EDTF 2 — T NORFY O A EIZ Ttz 842 L,

2) ARBRAKSR

RS R PR I PERER

+Z B8 10mg [NIG) 5 LINICHEE - R L7, | 8Fr.TF =—7 2l L7,

AT, THIRE RERG A7y 7 (K CiE9)) L THEBLE L,

#5¥EL 0D §& 2.5mg INIG]

1) RBRJ7E

[ AR AR

T A4ANY—DOEA NEERERY . BRI 1 HET 4 AP —NICANRTEARA M ZRL,
#) 55 COIRE; 20mL W\ W Hto7e, 74 AR Y—IZHEE LT b wiliE®%., 74 AU —%
FTISMHERE L, REBEREBEORNZBIE LT, BORARENZD IR WEEIE. BT 5 4
B, FEROBIEZITV, BB ORI EBIZE LT,

FRROEIE TR 72 BB AR LR WIGE L, BRIE 1A L, B S CHaR <
WK Z B U, [FEROBIEZITV, BB ORI 28I Lz,

[ gt 1 A ]
RBIRDO NS TeT 4 AR —ERETF 2 — 71T L, KN 2~3mLMOFETHEALL, Fa—
TIIEPNHFAIG D HK) 3 73D 2 Z2 KT L, AN Z £ OF) 30cm B @& SIZEE Lz, EARIS
HEOFERKEFALTT 2a—THNEIES L EDT 2 — T NORFYOFEIZ Ttk 2842 LT,

2) ABRKE R

A Rl MR

FZ Y e 0D §E 2.6mg INIG] | 5 NIRRT L7, | 8Fr.F = —7 Zi@ih L7z,

AL, THIRE BERG A F7y 7 () CiE))) WL TEmBLE L,

84



#S5UHEL 0D & 5mg TNIG)

1) RBRIGE

[ B e B

T A4 AN —DOEA NEERERY . BRI 1 HET 4 AP —NICANTEARA M ZRL,
) 55°COIRYS 20mL W\ W fto7z, T 4 AU —I2#E LT 5 pliikEk, T4 A —%
FT I EERA L, MBIREORNEZBIE LT, BOBRBRERED bRRWEEIE, BT 5 5H
g%, FEROBIEZITV, B ORI EBIZE LT,

FREOERIETI S 72 BRI SR DIV WA, IR LA e L, oS e cag <
WCIRRIRZ R L. RIRROBAEEZIT V., BERE ORI A BIEE LTz,

[aE it PR R ]
WREBIRD NS TeT 4 AN —%RETF 2 — 7128k L. £ 2~3mL/BORE THEA L, T o2—
TIIEPNHF ARG HK) 3 73D 2 Z2 KT L, A Z £ OF) 30cm B @& SIZEE Lz, EARIS
HWEOHKEZEALTF 2 —THNEZIES L EDOF 2 — T NORFY O A I Ttk 2 842 L,

2) B R

RS R PR I PERER

FZH L 0D §E5mg (NIG) | 54 UUANICHEE - IGE L7-, | SFr.F=— 7 Z@il L7,

AT, THIRE RERG A7y 7 (K CiE9)) L THEBLE L,

#5HE> OD & 10mg INIG]

1) RBRJ7E

[ AR AR

TAANY—DOEA NEERERY . BRIE 1 HET 4 AP —NICARTEARA 2R L,
55 COIY; 20mL ZW W Hio7z, 7 4 AR Y —2EE LT 5 pflikE%R. 7 4 A —%
FC 15 (EERER L, REIRE ORI A B Uiz, TORRENRD DNR2WIEEIT, FIZ 5 55H
B, FEROBEAEZITV, FEREB ORI A B LT,

FREOBIE TR 72 BB AR LR WGEIL, BRIE LA L, B S A CHlER
WK Z B U, [FEROBIEZITV, BB ORI 2 BIZE Lz,

[ gt 1 Ak ]
RBIRDO NS TeT 4 AR —ZRETF 2 — 71T L, KN 2~3mLMOFETHEALL, Fa2—
TIIEPRHF AL G HK) 3 73D 2 Z2 KT L, A Z £ OF 30cm B @& SIZEE Lz, EARIS
HWEOFERKEFALTTF 2a—THNEIES L EDT 2 — T NOKRFYOFEIZ Ttk 2842 LT,

2) ABRAKSR

A Rl MR

FZ L OD §E 10mg INIG] | 55 UUPRICHEE - I&E L7-, | SFr. o =— 7 Z@ila L7,

AL, THIRE BERG A F7y 7 () CiE))) WL TEmBLE L,

85



2. FOOBEEEH
BB
HETOAZ W E U 8E/0D S8/ Mk z IR S 7 & SFiED 5~

BEI®

A3YEVER /ODR /il
ERATNZHESRIEDBA

BATSHICBTBMAH<IETL
o COH%ET. NMMEEEL<LRTELY ETFTER
DY BTENB B, RN MRS AEY SIRED
HUET, HICEMWPIEHAR DA . RiEICHRTEO
APNSHREBLTLEEW,

CROERICRINES, BROBAEPHTEESIC

BBLTETW,
o :
D® = % 109)
B
'nbl-‘ SkpUa=aE lﬂ]ﬂﬁF‘ﬂ/L 'El.r‘.h_m
TiEE TECTARE

288

Rianl lP&’FFF‘M SFEH
AT THELD I:‘J*‘Jb’ih\

Ffo, EDRINY BB E T RELIMMLEHTE
Lm\iﬁ!ti‘:mm:ﬂ!bt<£é’th

86



	医薬品インタビューフォーム
	医薬品インタビューフォーム利用の手引きの概要　―日本病院薬剤師会―
	目　次
	略語表
	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
	（１）承認条件
	（２）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
	（１）和名
	（２）洋名
	（３）名称の由来

	２．一般名
	（１）和名（命名法）
	（２）洋名（命名法）
	（３）ステム（stem）

	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
	（１）外観・性状
	（２）溶解性
	（３）吸湿性
	（４）融点（分解点）、沸点、凝固点
	（５）酸塩基解離定数
	（６）分配係数
	（７）その他の主な示性値

	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
	（１）剤形の区別
	（２）製剤の外観及び性状
	（３）識別コード
	（４）製剤の物性
	（５）その他

	２．製剤の組成
	（１）有効成分（活性成分）の含量及び添加剤
	（２）電解質等の濃度
	（３）熱量

	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1)
	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
	（１）注意が必要な容器・包装、外観が特殊な容器・包装に関する情報
	（２）包装
	（３）予備容量
	（４）容器の材質

	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
	（１）用法及び用量の解説
	（２）用法及び用量の設定経緯・根拠

	４．用法及び用量に関連する注意
	５．臨床成績
	（１）臨床データパッケージ
	（２）臨床薬理試験
	（３）用量反応探索試験
	（４）検証的試験
	（５）患者・病態別試験
	（６）治療的使用
	（７）その他


	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
	（１）作用部位・作用機序
	（２）薬効を裏付ける試験成績
	（３）作用発現時間・持続時間


	Ⅶ．薬物動態に関する項目
	１．血中濃度の推移
	（１）治療上有効な血中濃度
	（２）臨床試験で確認された血中濃度
	（３）中毒域
	（４）食事・併用薬の影響

	２．薬物速度論的パラメータ
	（１）解析方法
	（２）吸収速度定数
	（３）消失速度定数
	（４）クリアランス
	（５）分布容積
	（６）その他

	３．母集団（ポピュレーション）解析
	（１）解析方法
	（２）パラメータ変動要因

	４．吸収
	５．分布
	（１）血液-脳関門通過性
	（２）血液-胎盤関門通過性
	（３）乳汁への移行性
	（４）髄液への移行性
	（５）その他の組織への移行性
	（６）血漿蛋白結合率

	６．代謝
	（１）代謝部位及び代謝経路
	（２）代謝に関与する酵素（CYP等）の分子種、寄与率
	（３）初回通過効果の有無及びその割合
	（４）代謝物の活性の有無及び活性比、存在比率

	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
	（１）合併症・既往歴等のある患者
	（２）腎機能障害患者
	（３）肝機能障害患者
	（４）生殖能を有する者
	（５）妊婦
	（６）授乳婦
	（７）小児等
	（８）高齢者

	７．相互作用
	（１）併用禁忌とその理由
	（２）併用注意とその理由

	８．副作用
	（１）重大な副作用と初期症状
	（２）その他の副作用

	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
	（１）臨床使用に基づく情報
	（２）非臨床試験に基づく情報


	Ⅸ．非臨床試験に関する項目
	１．薬理試験
	（１）薬効薬理試験
	（２）安全性薬理試験
	（３）その他の薬理試験

	２．毒性試験
	（１）単回投与毒性試験
	（２）反復投与毒性試験
	（３）遺伝毒性試験
	（４）がん原性試験
	（５）生殖発生毒性試験
	（６）局所刺激性試験
	（７）その他の特殊毒性


	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．取扱い上の注意点
	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
	（１）粉砕

	２．その他の関連資料


