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I. BEICEYTSEE

1. FAROEE
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B& 10mg (78] 1%, REAT AT 7 —~ A&t (IB7 ~REEG A BB EIR & L%
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I. &WICEYTSHER

1. B5EA

(1) M4
F 7 8 2.5mg [NIG)
* T W EE bmg TNIG)
47 B8 10mg [NIG)
47 %Y 0D §E 2.5mg [NIG
Z+Z WY 0D & 5mg [NIG]
47 ¥ 0D §E 10mg INIG)

(2) *4
Olanzapine Tablets
Olanzapine OD Tablets

(3) AMDOHBE
— 4 L0
2. —j&4

(1) M& (WwAE)
FZ7 e (JAN)

(2) #4 (@aE)
Olanzapine (JAN, INN)

(3) RT L (stem)
ZEBRARPL D S : -pine

3. EEXANETRERX
oA

4. HFRRUDFE
4513 C17H20N4S
FE : 312.43

5. {24 (WM& XIEEXE
2-Methyl-4-(4-methylpiperazin-1-yl1)-10 H-thieno[2,3- bl[1,5]benzodiazepine (IUPAC)
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L3VATFN2A XY VY NRTRT L, T = MU MZRORORITIZS L, A ¥ — AR
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(3) WiEtE
MUERR L
(4) AR (SRR, K. BER
Al o K9 195°C (fR)
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MUERR L
(6) DERE
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MERR L
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(1) BBy
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(1) #HRORH

BE . T4 N a—F ¢ T
OD & : F&E (DFENAAEEEE)
(2) HHDOHNERUHEIR

o AT e AT e AT P bE
" 2.5mg NIG| 5mg [NIG] 10mg NIG]
. WEEBD T 4V A
& - A HEDT 4 b a—T Tk e
a—7 (T
[ERES 7.1lmm 8.1mm 8.1mm
RS 3.4mm 4.2mm 4.2mm
B 138mg 210mg 210mg
Wi, FZ HEe 0D FZ P 0D FZ P 0D
. § 2.5mg [NIG) § 5mg [NIG/ 4 10mg [NIG/
& - WREAO R 1/2 B REAOFEHFERRAD [REAO R E 1/2 E#AY
i P A b P A g 1 PPN e
T/|\V
ol//2
o e (s
[ERES 6.5mm 8.0mm 10.0mm
B 2.8mm 3.6mm 4.5mm
B 90mg 180mg 360mg
HBla— K
" TV 01 TV 02 TV 03
(PTP)




(3) #Aa—F

(Mv. 1. (2) WHOHBLL MR OESH)

(4) HFIOWE

(Mv. 6. "WAIOKFEREM TIRIT 2LEN] DHESM)

(5) £t
RZY L7
2. HEIDOHER
(1) ABES GEERS) OEERUHRNH
. FT oY e B FT oY e R FT oY e RE
ek 2.5mg [NIG] 5mg INIG] 10mg INIG]
FZ Ve 2.50mg FZ % e 5.00mg #Z HFEL 10.00mg
BibF & . AT TV U~ 7 X0 A KR, [BIeF 2 o0 AT T U R
oy roilkin—2, brairuo—R Z|=Z X7 A, WK
VNABEAT T VS R DA w7 r 3= 6000, T, £ Rexr et
— DAt 2 Bsy wm~z\fimfm~
A, TNV AT T VL)
MU DA, w7 aad—)b
6000, = _ER(kik, =
DAt 2 B sy
L FZ e 0D FZ e 0D FZ e 0D
W 4% 2.5mg NIG) % 5mg [NIG) £ 10mg NIG |
FZ e 2.50mg ZFZ P 5.00mg +Z HEL 10.00mg
TANNT = (-7 == VT F=4bE5W) . 777 —{bT 7 7 AR
Al Ry BTN T kTS TIABAT T IUALF R UL D-vr=
k=L T U LEEEET R Y T A

(2) BRHEORE
KB L
(3) Wi
s B L

3. BBEREOHBRRUVEERE
BRI
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6. HADKBERUTICTEITERELY
(1) hnisakER
BRI I : 2013/10/2~2014/8/2
OF T Y EUEE2.56mg INIG)  I#EEER  40C - 75%RH A aldbpie (PTP w4t ]

ABRIE B = RAFHART
<> T B AGEE 14 H 3% H 6 »H
Mtk n=3 130804K
<BHEDT 4V 130805K e WA Bk e
a—F ¢ IkE> 130831K
. 130804K
MEBsUR n=3 130805K i 2 — — 2
e T e B SHI 7= = =
(FRA AT ARG B TE ) 130831K
. 130804K
l\ = K =
P RUBR ~ glP;C) n=3 1 130805K e e TR e
: 130831K
;@%Ui@*@ (%) 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 | 895~ 993 | 89.7~ 974 | 91.3~96.7 89.3~ 97.9
PR 0 —
fggr/i\ (2;0/ un L1>8 130805K | 94.1~1000 | 91.0~ 98.2 | 90.8~98.4 92.1~100.1
7T ’ 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
S (%) %2 n=3
<95.0~105.0% > 130805K | 100.29~100.78 | 100.45~100.86 | 100.37~100.78 | 99.69~100.08
: : 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 DIHFME : 0.5%LL T L DOME ~ DIEBME : 0.2%LL

T WEEWE : 1.5%LLT

K2 REITHT2EAER (%)

D RENE




SR IR : 2013/10/2~2014/8/6
OF T oYU bE bmg INIG)  I#EABR  40°C « 75%RH [H#& o3 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 O 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/;;5 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#J0.09, #0.16, #J0.88, #J 0.94 DHxME : 0.6%LL T Z OO %~ DRREME : 0.2%LL
T OREGWHE  15%LLT
K2 REITHT2EAER (%) — RN




BRI : 2013/10/2~2014/7/14
OF T oW OD §E 2.5mg [NIG)  IdRER

40°C - T5%RH [Fcica e (PTP aldk) ]

AREBREE = el
< HikE > Hir PR AAIF 1% H 35 H 6 %A
FER n=3 130823K
<PREEO P 12 FIFA Y O 130824K e STRE HE e
O IPE s > 130918K
. 130823K
feslidlk n=3 . . . .
= 130824K i JERa A A
25y [ S B I'_._"
(RN AT S BRI E 1) 130918K
] 130823K
§iEERB (HPLC) n=3 \ \ ‘ ‘
M %ﬁ<;<1> ) n 130824K ey ey e e
' 130918K
130823K | 1.22~1.32 1.12~1.27
B —ME (%) n=3
5.0%L T 130824K | 1.10~1.39 — — 1.17~1.46
! 130918K | 1.03~1.63 1.03~1.72
130823K |  48"~50” 40"~ 49" 43" ~52" 46" ~52"
550 | 9 :18
Hﬂ%%gé%; e 130824K | 48"~50” AT ~58" 46"~59” 52"~ 597
i 130918K | 40"~ 46" 40"~ 50" 427~ 527 427~ 48
N 130823K | 95.5~100.3 | 95.7~97.9 | 95.8~98.3 | 94.3~97.5
VM (%)  n=18
firfk\ ( ;3)0/ ;L> 130824K | 96.0~ 99.5 | 94.8~97.1 | 95.0~97.7 | 94.1~97.7
7 OV 130918K | 95.5~ 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 DIFEWE : 0.6%LL T F OO~ DFEZEWHE : 0.2%LL T #HBIE

Y« 1A% T

K2 FREITHTDEAR (%)

—  RFEE




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

OAF W OD 8 5bmg [NIG

HEFRER  40°C - T5%RH [k el2PRE (PTP ©14f) ]

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 LN > 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 9 0.09, #0.16, #J0.88 DFHZEME : 0.5%LLA T  Z DO » 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 40°C - 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 RREESE > 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 (5 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, #J0.88 DFAXEME : 0.6%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 - 75%RH [k oldipme (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 AN HREEBE > 130920K
o 130829K
el n=3 130830K e B - .
ey 1 M BRI 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 [, KR
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#&E) 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 v sa—F 0
. DT LA a— N B
CHGBDT AT o sgEs | NEPTANAT T (T GEEAED D)
HiEBR (HPLC) N N
o 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 %
DFEFEIE - 0.2%LL T, WEBEWE : 1.2%LLF
OF T EUEE 25mg INIG)  fEEEE 40°C - 75%RH [, B
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
MRS (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%L T, #lHEWE
AN — R

1.2%LL T
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OF T P8 25mg INIG) A B [25°C, [REBRE]
ABRTH H TR B
< Bk > BR b F 60 5 Lx-hr
PR _ R _ s
L a— > 7 LA a— N &
CEEBDT AT TS HEDZ q v ha—T 4 Y78 | ABOT (v ha—T 1 v T §E
WipEatER (HPLC . .
F %f>'<-(> ) 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, AEFLLAS MO~

DOREFWE : 0.2%LL T, MEEHWE - 1.2%LL F
OAZ oYU 8Ebmg INIG)  #ALE 40C [EOL, KRR
AERIA 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 | BEEARDT 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)  HEotE g [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
(&) 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 %
DL« 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

15




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 Y6 10mg INIG) @A Bt [25°C, KUEAHR]
PR IE H TR
< B> BHLAHF 60 57 Lx-hr
PEIR HELD T 4 I I YLD T 4 LI
<EHEBEDT 4N —T 4 U TEE> 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 2.5mg INIG) a3k 25C - 75%RH GG, Bk
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 O%) 0.16 DRREWE : 0.4%LL T, RRT #7 0.88 DMfxME : 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) #4013 gt [25°C]
HEAIE [ 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 75 YD I %)
<sEoRmrERAy o | DO CORE LEIRAND | RAORE 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
fiEEER (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 W EL 0D §E 10mg INIG) Mtk 40°C LEY, [EA#]
BRIE 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%LLT, 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 DRREME : 0.4%LL T, RRT #7 0.88 DHkxME : 0.3%LL T\ ZEFLLAS O %4

DOFFIE : 0.2%LL T, MR WE : 1.0%L0 T

K2 FREISHTDEAR (%)

%3 : n=6
— : REhE A K7
OAZ W E L 0D §E 10mg INIG) Mttt [25°C, KU A4
BRIAE H Fang ot &
< Wik > BHLAHF 60 77 Lix-hr
PRk n=3 e .
. " W EO 1/2 % ) WEED 1/2 Eilf D
<G U2 B oy | DO VZRRAD® - RRED) I U2 B
et FI N AR B 62 F RN BR i 5
RAEEEE >
fifratB (HPLC) n=3 A N
<¥1> LE T
FREEME  n=6 N o AL
<24y LA > LE L
wWHM (%) 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, AEFLLAMS O fE ~

DFFWHE : 0.2% L0 T MEEWE : 1.0%L T

OAZ7 YL 0D #E 5mg INIG)  %I%  25C - 60%RH LY, Bk
R IE H LRATHM
< B> EL s 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 > L L
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 FIFA D O OEN R 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 ORRFME : 0.4%LL . RRT #J 0.88 DRHRFMWHE : 0.3%LL . ZEFLLIS O %4

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

8. Al DEAZIL (MElLEmLiL)
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 FEAERIAEI N OURSIE E HIZ 15 0 LANIZ Y 85% 0L EiAH L=,

- pH4.0 (50rpm) TiE, FEAERFIR OA I E HIZ 15 Sy LANIC Y 85%LL ¥ L7,

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

- 7k (75rpm) TliE. FEYERLK|OSEHAH RN 40% M O 85% T D 2 BREIZIRB VT, 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, AR OWRHEEZEHERE] (7 L) 8Ebmg) LB LR, 2 ToRBRKICH VT [

RIS DA LRI EMERBR AT A KT A > OHEEMEICHES Lz,

(P& Hidh#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] >
BIREIE OEW IR SRR T A R I A L EO—ESREICHOWNT (CFRk 24 422 H 29 A A%
A3 0229 % 10 =)

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

CHIE]

- pH1.2 (50rpm) TiE, HEAERFIRE AT E HIZ 15 53 LANIC Y 85%LL BVt L=,

- pH4.0 (50rpm) TiE, FEAERFI R OARTITE HIZ 15 Sy LANIC Y 85%LL EysH L7,

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

« K (50rpm) TIE, FEHERLA L OARMIL E H1T 15 53 PANIC ) 85%LL EIEH L=,

- pH6.8 (100rpm) TiE. [FFERHKD 50rpm O MR T, 30 3 LIWNITIRMERIA] &b & 612
85%LL FIRH L7=72% . 100rpm DU HaRER 240 L7,

Pl b, REOWHEE 2 EERE] (7 L3P A7 0 AbEbmg) & L-FER, £ ToORBRIKIC

BT MERERLOEY ORGSR T A KT 4 ) OHEEREIZHES L,

(FA )
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) BR800 E I RA O AW 55 R S5 R 9
<A 7 VEUE 2.5mg INIG| >
F 7 U U BE 2.5mg INIG) 1%, T8 &3 87 2% 0 ERRAI O A EEERBR T A K71 > (OF
%24 4E2 H 29 B IRAFEAI 0229 4 10 5) ) ICHESE, AT VU EE bmg INIG) % L]
ELlmE &, WHEEBNE L, EWFIICESE & 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, REAERF K OARGITE HIT 15 3 ANIT VY 85%LL Bt L7z, $7z,
FEEERIRE L (15 43) 12881 D AR Ol # OFEHFRIL, REOFEHEHFEE15%OFHHEZE 2 5 H D
212 fE 1 ELL T T, £25%D#IPFHAEEZ D b DNRRINoT2,

- pH4.0 (50rpm) Tid, EEERFIL OARMILE I 15 55 LLNIC Y 85% 0L B L7-, F£72. &
LR (156 47) IR D AR OME 2 O HFIL, REOFLEHFE L 15%OHHZ B2 51 D
212 fE 1 ELLT T, £25%D#IFHEZE 2D b DRI T2,

- pH6.8 (50rpm) T, HEHERIAIL 15 53 PANIZ ) 85%LL EIEH L. 15 43081 5 AR D IR
HERIE, EERIA O SEEHER 2 10% ORI ICH > 72, F7o. RIS (15 47) 1281 DA,
DOl &2 DE AT, REOFHEHFEE15%OHPAZE R 5 D28 12 T 1EHLL T T, £25%D
HAEZB XD H OB T2,

- K (B0rpm) TiE, HEYERIFIOFIIEH R 60% M O 85%FFIT D 2 B HIC BT, Ak D FHH
H =R A MERLA O SER VS HH SR = 15% DFPHIC o 72, £72. R (30 4)) ICBIF DAL D
i 2 DI HERIT, AL ORI HR 1% OHFPHAZ B2 5 6078 12 8% LELITF T, £25% 0
FHEZ D DN Te,

- pH6.8 (100rpm) T, [RIFRERIKD 50rpm OFEHFER T, 30 /7y LANITAEAERLA| . AR gL & 127
85%LL FYRH L7-7-%. 100rpm O HRERZ2E M LT,

Uk, A7 e 6€2.5mg INIG) OEHIZEBZRERA] (7 v fitbmg INIG)) &gl
TAERE, TE RN R R 2% N ER A O AW E R SRR T A KT A V) OREEHEICEA L2
LG, EWFICRS LB ETE,

(Tt 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) 1%, [H &2 872 2% 0 ER A O AW B RISHERBR T A R74 v (F
Bk 24452 A 29 B SEAFEAI 0229 5 10 5) | IZHKESE, A7 P E U bmg INIG) iR
ELTmE &, EHEEBNE LS, AWFNICRSE & AR ST,

AR
HiE - ARG BHEBE N RUVE
[l ORI : 50rpm (pH1.2, pH4.0, pH6.8, /K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) Tid, FEAERFI K OARGITE HIZ 15 3 LANISEE) 85%LL BiEH L=, F72,
FELLEERE A (15 47) 12861 ARG O 4« ORI, REOFEEHFEL15%OHMEBZ 5 O
212 fEH L ELL T T, £26%DHFHEBZ D ORI o7z,

- pH4.0 (50rpm) Ti&, FEERAIR OARGITE HIT 15 LN 85%LL s L7z, F7-. &
FELLEERE A (15 47) 1281 ARG O 4« OFEH=FIL, REOFLEHFEL1I5% DM LB 5 H O
2312 fEH 1 EEL T T, £26% DA B D ORI -T,

- pH6.8 (50rpm) Ti&, FEERAIR ORSITE HIT 15 0 LINIC Y 85%LL s L7z, F7-. &
FELLIERE L (15 47) 1281 ARG O 2 OFEMZFIL, REOFEEEHFEL1I5%OHM LB 5 H O
25 12 8 TELLF T, £25%DHiHAZE 2 5 6 DR R T,

- K (B0rpm) TliE, HEYERIFIO SRR 60% M O 85% 1T D 2 B SIC BT, Abh D%
HH SRR RA DS R H £ 15% OFFAIC D o 7o, Fio, ok R (30 43) ICBIT 2 ARMLD
2 DR HRIT, RO FEERHEE L15%OFPHE B2 5 H O 12 HH 1{EHLLF T, =25% 0
A Z D H DN T,

- pH6.8 (100rpm) (%, [FFERIKD 50rpm DU HFER T, 30 43 ANITEEMERLA . A5 & 12
85%LL L L7=7-%, 100rpm DA HFER 2 &M LT=,

Uk, A7 P e GE10mg INIG) OWHZEE)ZRERFE] OF 7 9 v fitdmg NIG)) LH#zL

TR, TR 28 0 ERRA O AW TR ZEERBR T A N7 4 ) ORERBEEA LD

D, WA L B ENT,

(P& Hidh#R)
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 0 HREHASE 0229 45 10 5) | 12HES%, £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, FEAERFI K OARGITE HIZ 15 3 LANIS Y 85%LL B L=, F72,
LR i (156 47) 1B D AR OME 2 O HFIL, REOFLEHFEL15%OHHZE 2 5 H D
12 L ELL T T, £26%DHFHEBZ D DONR o7,

- 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« OFEHZFIL, REEOFEEEHFEL1I5% DML B 5 O
25 12 A 1ELLR T, £25%DHiPHAZE 2 5 b DR T,

- K (50rpm) TI&., FEVESRIE KL OUARSIE E H1T 15 2 LIRS Y 85%LL BIRHI L7-, £7-. ikt
WRF AL (15 47) 1T I1T 2RO 2 DU T, R OFHEHFE L 15%OHPAZE 2 5 b DN
12 fHH 1L ELLF T, 226%0O#H A B2 5 ORI oT2,

- pH4.0 (100rpm) Tk, [FFBHE D 50rpm O HFER T, 30 73 LINITERAERAI AL & 61T
85% LA FIRH L7=7= 6, 100rpm DORHABREEIE L1,

Uk, #4729 E0DSE2.5mg [NIG) OIS & R RG] (47 9 £ 0Dfiebmg INIG))

R LR, TE BN R 20 0 B RA O LW EORISEHRBR A T4 v OFERLYECHE

HLIoZ Enn, EWFHICHEE LBl ST,

(FA el )
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) >
FZ o He OD $E 10mg INIG) (. & &5 72 288 1 BRI O AW A RIS R T A R Z A
v (CPR 2442 H 29 0 HREHRASE 0229 45 10 5) | 12HS%, £7 ¥ OD # 5mg [NIG)
EAEYERIA L U7s b x| IRIEEVE LS, EMPEIICIRSE L s S,

AR SR
HEiE AARERS  BEHREBRE SR
[Al#E% K ORERG © 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-. &
FELLEERE A (15 47) 12861 ARG O 2« OFEH=IL, REOFEEHFEL15%OHFMEBZ 5 H 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« OFEMZFIL, REOFEEEHFEL15% DM LB 5 O
25 12 8 1 ELLF T, £25%DHiPHAZE 2 5 6 DR T,

- K (50rpm) TiE, HEERIFIK OARMIZE I 15 LRI T 85% L) FIsH L7, £7-. &k
BERERL (15 47) 1T 1T 2 ARG O 2 DU I, RO HFE T 15%OHAZE 2 5 b DN
12 LELLFC, =25%DFiHE B2 5 b O 7ehroiz,

- pH6.8 (100rpm) Tidk, [FFEHE D 50rpm O HFER T, 30 /30 LINITERAERA] Ak & HICF
85%LL FIRH L7=72% . 100rpm DOV HFER 240 LT,

Pk, &7 EODSEIOmg INIG) DO ZsE) A fEHERE (4 F v 0D$Edbmg NIG)) &

el U7 R, T8 &R 72 8 0 B RA O AN RSB T A RT 4 v ) OHEREICHEA

L7cZ &b, BT RSE & A7 Sz,

(Vs 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) RN RELER - . NMENRRLEESH - AEICEHT H1ER
LR
(2) A%
<A77 VB 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 : AU {bE=LT7 4L, TILI=ULHE AV HEAER)ZFL
ta—: TAI=UL RV ZFLUTIFR— T4 A |y T R TrE LY
<OD $E>HpRA - U H A U AL

1. BRRHEh DR
LR L

12. TOH#
LR L
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V. ARICEYSEE

1. BREXIEHER
O e IiE
ORHRPERREIZ BT 2 BIEIR K O D DIER Ok
OFUEMIDEAl (277 F %) BT HLEER CBLG, War:)

2. DEXEIHRICEHET IIE

5.RER IS RICEET HEE

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

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

(fiah.)

[E NS DT SCIR B ONRIEIRIE T A BT A 3I2 K0 | ARAIOFUEMERES A 510 O AL EE R
(FEL, WEM) (2T 2 HENRO LN TND D, £72, ENIIOARHER, FIHFRIETA K
A VETIE, RBNOE X5 & 722 2 FUBEMEEANL, & E U PEEENNE Y 2 7 OFUEMEEEA]
EENTNWD Y, ZD, PuBEMEA] (3 AT T F %) FGICHE D ILEER CEL, TEH:)
ERNEEXITB R & L THER SN TV DO IEA] (5-HTs ZAAFEPIEE, NKi ZAREHEK) & [F
Bl ARBNTIFROEG, WEHE C S PUEMERA] (AT T7F %) ORGOGEIZRVEHRT S
&,

3. HiERUHAE
(1) BERUVRAEOHES
<#EKFE>
HWE, RAZIEA T P e e LTh~10mg # 1 H 1 RREOEGICL VAT 5, #FFEE LT
1 H 1B 10mg &OEE53 5, 7ok, Fn, ERICEVEEEET 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 ., RAIEA TP E L Thmg 2 1 H 1ERROEGICEVEKBL, 0% 1 H 1[H 10mg
WCHEET D, B, WIRbLRERNCERGETS 28 & L, Fln, ERICS TR 52, 1 A
L 20mg X RN &,
<HREMESHR (CRXTS5F2%) BEICHESHEILERER (BD. EH) >
DA & OB T, WH., RAIZIEA 7P e LChmg 2 1 H 1RO KEET 5,
ek, BEORREBIZXVEEMET 52, 1 HEX 10mg #7202 &,
(2) AZEBRUVHERORERE - 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 2aLvFaxTaAf K, 5-HTs ZAEEETEE, NKi 2 BRI
EXOCHEIZOWTL, &4 OFEFOEBEFIRCE, KHOBHRESEIZTLH L,
7.2 JFHI & U CHUBM LA O B 5-Ai1l Kﬁ%&%b N IACFEIRIED KA A 7 VBT DAKIO#
HBHEIX 6 HlECEERZRETHZ &9,

(fifsit)

7.1 EPSORERRE, NCCN XU MASCC/ESMO O A FZ A > CTliE, AFlIFarFazxsn
A B, 5 HTs ZARFETIE, NKi ZAREHE L O TR SN T0D 2 b, AANIE]
ELTCarFargas R, 5HTs ZEBREETHE, NK ZAEREHIE O L TS5 2 &
ek, BT 2avFarT ol R 5-HTs ARG, NK ZREEFEREORELR OCHE
CDNTIE, 2 OIANOIRMNLEE, BHERESBICTLI L,

7.2 NCCN JO* MASCC/ESMO D7 A K7 A > Tk, ALFHRIEMATRNCAK 2 57 5 Lt &
NTWDZEMnD, JFRIE L CHEEGA OB SR AR 2R 5528, £7-. ARSNT
W5 ENERRRRER 9 O 51 7> b 23 AALEFIE DR YA 7 WIS TR O 513 6 A% T
FHZE L, FYA 7B 2B GMRILIER ELER/NRICE 0 D 2 L,

5. EGRPRACHE
(1) BRT—a21vy5—o
MER R L
(2) EREKZEEFER
MG R R L
(3) AERERFERR
<#EKFE>
ENE IEHR
O#MHAE T HEHER
BONCFER SN~ 8 M ERBRTA T B 7B AHD 1~12.5mg %5 S, HA LIE
B 81 HllcHB T 2 HEEUELL EOUGERIT 59.3% (48/81 i) Toh o726 7,
FAeRWERITAIR (F) 17.3% (14/81 ) K UMHRA 16.0% (13/81 i) Th o7z,
Q&A% I 1R
Fl &t & J2l St 8 R G RBR Tl 2.5~15mg 23 %5 S, A LTVERE S 156 Fllck1T
5Ll E O ERIT 58.3% (91/156 i) Tdh -7z 8 9,
FERAWERIIAIR (E) 19.9% (31/156 f1) . AR 13.5% (21/156 f5i]) . #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)
ThHoT,
1) A7 e WEBABERICHWZRAT, AT e L bmg LA T U
VBE (EEEE) Amg 1ZAEWFEMICFSETH D Z L NHER STV D 10,
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(4) BIEMEER
1) EHNERETRR
<#EKFE>
EAN$E MR
8RO “HE MR TA T P8 (FHgE) 5~15mg N &G54, 47 e & 58
D 44.4% (40/90 i) MNHPEEGEL EE/R L, 47 B ORERIEIC T 58 AERED

57z 1 12)0

FEREERIISEE ()., 7 U7, KRR, BB, RELEOAIR (E) % 11.1% (10/90 #) Th
277,
S ESE MR

OFZ o HFerh 7't OFENERF (KA : 522.5mg/H, FTHE : 10=2.5mg/H., &
B :15+£25mg/H) £ 7T EARRO LY K—)L (15£5mg/A) #2) 2 L7z 6 B O “EHE
BIEGEABRIZI W T, A7 oo - @HERIT Y 78R &g U CHME - BRIERZ Z TR
RN BRI A Bk EE R L, BAET e XY F— L EREE L, BMEREAEICK
LI, $ERSMGIER (EPS) 134 _ToOA4 T oo 8EHETIIREEL R LN, ~aY F—
A ERECITE(NL LT, X=X V=R A, THY T ORRRITRCOL T P FRERET
ﬁ%a:{f&ﬁxof: 13) 14)0

Qi FERsNT=AT o I na XY R— L OGRS E L R LTZBEREICEB T2
K “HER FCTO 1 FEMOEYGRBRICBW T, 47 ¥ e 3Rk & g Lo OE
Z RAFICHERF L A RIEDO BRI XV A Th o7 19, “EHEMR F TORMIER ST D,
FT P ENCLDBRIET AT RO T ORBRIL, XY RO 10 50 1 KiliThH
D ZDEITAERE Th o710,

H1) A7 e e VEEBEFPICHWER]AIT, A7 e 'L bmg AT R
VhE (EiEEE) Smg 1TAEWFEMICFETHH 2 L BRI LTINS 10,

H2) m~axXU F— (OF) OENEKRHE MEFF®E) 11 H 3~6mg ThHhoH,

<VEHEEFICH1TIBREROKE>

E R E IHERR
BT Y — FXUXRAMET E Y — Ra 8 U7 PR 1 RREEBE 2 PRI M L7277 ' AR
THEERHEEERBRICISWT, A7 P s (FlE) 5~20mg &~ 1 H 1[H 3 MK Lz L x|
BASREM B 23 1) B Y o 7 MRl K (Young-Mania Rating Scale, YMRS) A#t S D R—2 7
A b OEbE CEYE SRR 1347 P2 R-12.6£10.0, 77 ZREE-6.8£14.0 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 1D HE 3MBICBIT 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 B FTAm 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 L2 EA L, [EIR 23.8% (25/105 fFl) KA 15.2% (16/105 )
Thoi,
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2) ReEMHBR

<BEUEFICH T SBEROEE>
E R ¥ AR

HE R

F T e gE (FiEbE) 5~20mg & 1 H 1 ERROEE L7Z & & YMRS

o OEALE CFIEERERZE) 13, #7561

Ttk L TN L7z 18 M[E OB Mk ik 5-5lER (2
T Lt?ﬁ%ﬁ% 347 e OBARE Z |

BT, “HERARZE

NRATr 2 BRANC —EH B BB A Pk L7 g
(I3 T e BRI E R L ER 1AL OO G 21T - 12 1920,
DF 5 v E VB TORE

1% T-3.3£5.3, 18]

HBRHRDN—RAT A
'T&T 4 2+5 3 f&)ofuo

# 2) YMRS B3t OR—XF A4 U0 bE (47 e HE#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+3.4 | 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 EBISEE X 41.0% (41/100 #5) Th-ote, EREWEM X, HIR 13.0% (13/100 ffl) TH -

77

®T%>ﬁ€>+ﬁﬁ§i¥f®ﬁﬁ
TP (O
FafgF rY A, IANRTEEONTRA 1 FAEEABAELEOCHE CHABE L XD

HEE) 5~20mg & 1 H 1 [R5,

RDEEREL LTRRY F U 4,

avi%

YMRS G5t RDOX—RA T 4 b O bE CFHMMEEFERERZ) (X, &5 6% T-25.929.3, #
5. 18 % T-29.6 5.7 Th o7,
# 3) YMRS Gt OR_R—=AT7 A4 b OEbE (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, E2BMERIZ. A Y 7 U &Y NEEM 15.4% (6/39

()N
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<TDHEMEEF(CH TS 5 DEROBE>

EfR £ FE MAAEER

O—EERH
IO Y — R 5 U700 [ Rl HBE (514 1, BARNBE 156 iz 5Te) & G E ML
7277 B R B CEERLEGRICBWNT, 47 o8 (F@EsE) 5~20mg ZtERIC 1 H 1
Ml 6 WHEE Lz & &, BKiEIREIZE 1 5 Montgomery-Asberg Depression Rating Scale
(MADRS) BEHROR—=2F A U0nb OE bE CESMEARERA) 1347 0P E U #F-14.26+
9.73. 77 BAREE-11.71£11.09 T, HEMZEEF D 95%EHEIXMI1X-2.15 [-3.93,-0.36] TH Y, #
IR A EENR O DL (p=0.018, Loy HoHT) 22 29,

# 4) 5 6 %z T 5 MADRS GO —2T A b OE{LE K OE ORI (FAS,
LOCF)

MADRS 43t ‘
1 5B %% ~—2 ReRTA Y P p S
3 [95%(EHEX ] *4)
A4 NS OELE
FT PR 339 29.36t5.71 -14.26+9.73 -2.15 0.018
7T REE 169 28.691+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, IRESEMN 15.7% (54/343 f51]) . IR 15.2% (52/343 f51) J&
OVBAKTTHE 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, &5 18 % T-6.3419.43 ThH o7z 22~ 24,

7 5) FEBEMMkEI 50 MADRS &3t R 0HR (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

BIVEFIFEHAEE 1T 38.3% (149/389 i) T -7z, E/RFENWEAITAELIN 15.9% (62/389 f5) TH

277,

17.1.7 ENE MAEER

ERSIEARER GEaMikmid 51) 25T Lz BARANBE ULHHBE 2 812 %mbk24ﬂ

48 A OERNFEEREMEGRBRICB N T, A7 e de (FiEsE) 5~20mg & ghEREC

1@%D&5Lk&%@MMRSaﬁmiT%@&%Df%otoﬁﬁ%ﬁfi\MMmSmﬁm

@N~134V(IW#§@E%&5%%%#ﬁ)m%mﬁm%(ﬁﬂ@i%ﬁﬁi)i Beh 24
W% T-5.2+13.2, #4548 % T-3.817.4 Tho7-29 20, 1pds, ARBRICBWTITR DL EIE,

L9 DR OHUOREMBR OB 277 & LT EM L 7=,
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# 6) ENIEEREMIE S5 RB O MADRS &R O#E (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+8.7 106+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/2FBWERIZIAERE 17.8% (18/101 41)

ThoT,

(6) BF - WEAER

RUER R L
(6) ARMERA

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

—ZAHE. RERFRERABROAR

B R L

2) RBRFHELTREPEDOABTNIERME L I-HAE -

LR
(7) it
LR

REROME

ot

#T—5~




VI. EMEEICEYHEE

1. RESNICEES S LANR S EANE
Je LU 77 5
T 1 BB D LA MOMETDREE, RIOWRN LEE BT 5 - L,

2. XEBER

(1) {ERERL - VEFBFF
FIZoPFCNITF ) R OT BB ER T HIERGUERIE Ch D, IERIRIEIRRBRIC
W TETRI U SE & 13570 2 BB ERY RS s ST 2,
F T P NIZ B ORI E L BRI T D &I U TG RIE D BBMEIER D 22 72 577, &tk
FEMR RABEE | REIR, 5 DAERFEIT KT 2 D R LCHERINIER ORI E H 72 5 L (ZoolEHR
multi-acting) . £72. £ < OZEMRITH T DMEMDBIENIEREALA~DIBIRVEIZ D72 3 % (ZBIRIER)
b : receptor-targeting) £Ex HiLDH, AT P T, RXI 2 DX A7 (D2, D3, Do), BB
k=2 5-HTeazgp2c. 5-HTs. a1-7 FLF U KOt AX 20 Hi Z/RE~TIZR CEEGHE CEW
BAMEZRT2, RN DiZ A7 (D1, Ds) ot w b =2 5-HTs LA RATROARBURIE Tl
AT 5, £lo. ZAT Y (M, Mz, Ms, My, Ms) ZZEE~DOBFIMEX in vitro & Hig U T in vivo
TV, AT P BTN S DOZEMITH LEEHFEEE LTl<, BIZA T P eIz LD KK
AT CO NI & VT FUF U o OBEREINC, 7V 2 3 2 BRI R DARERE O [11E
b, AT EEBOSREEOHEER LV S EEZ SN TV D AlRetED & 5 2087,

(2) ENZERMITEEBEEK
MEKREZREROEMETILTORRMEHR
FIZ P NL, B E LT 30 38 (HEERINEREWEH OFREE) 2EETO2HELD bIRWHE
T, SRAEEBEELUS 30~ 38 (BMEAER OFRER) . 7 L7V AL e B g o300 360 (RaEfEdR M OB %N
PEE DA . AR 30 3D (FRMEEROFRER) . 27 U 7 | 80 39 39 (RRMEER &K OV
LDFREE) & D WIEIRFIAK K 30~ 40 (5 SR OFRER) F O A KRIEHIER OB E T LI
TUEEH 2 RT,
AP [R50 5 R B UV K R R BT RITEE AT E ~ DR 1%
F 7 oY, BRAERTRRER WM AR 912\ T, #ERSME RENERICE G- LT
DHEREER LD b PUBMIRTETE & BIFR T 5 HINL 5 R S ORI B RiTEE AP~ D3R M 2 7
R
A KFECRED S A HELHEREDRRNBEEER
HeE RAIE TIE RN ER/IFAATEF TO K3 D ROMERRK TR0/ L & X AR DR E S
LS TND A, AT P AR EREARTE T RS & /T LT U OilifE 2
MSH 3, TIVH I VEEARRGR D[R EREE 2 [01E S 5 30- 37,

(3) {ERZRIERFAE - FribE
BRI L

38



VI. EMBEICET HRE

1. IpREQHTE
(1) ARLEDGOPRE

MR L
(2) BERERTHERESL-ODRE
M hiRE
BERA S 24T P OMENAREESE bmg 34T P88 (EEEE) Smg % 2GR
BOg Lz,
F T W OVENRRESE Smg 134 7 P e U BE (FiE8E) dmg & AEWMFENICFRETHDL Z LN
B STz 43,
o Timax Cmax tie AUCo-96
B (hr) (ng/mL) (hr) (ng * hr/mL)
MENFREESE | 5mg $E X 1 3.8+1.1 10.2+1.7 30.5+5.5 260+58.7
B¢ (FmsE) | 5mg FEX1 3.4+1.0 10.9+2.8 31.2+5.4 259+ 72.0

FT7oFE T B L& BREOMBETREIL, 2.5~20mg OHPHICIH TG &
B TH b | SEYENRE DO RRIEAE DS MRS STz 49, fEEER A CTIE, SERWE A X 33 BER (20.7
~54.1 Fif] : 5~95 R—t L X A )V) THY | Ao D7 V7 F > A3 ¥ 26.1L/Mr (12~47L/hr :
5~95 N—t LU H A )V) Thd W, 1 EBUNICEFRREICET S GMNEAT—4),

) A7 e e VIR HWERAITT, AT e e bmg £ AT U E
b (EiEEE) Smg 1AW FHICFAETH D Z L BRI TND 10,

16.1.1 £MFHRFHERAR >

<F 7 WP E U bmg INIG] >

BIEIEIR L DA IRV SRR A BT A VD —EWIEICOWNT (CER244E2 H 29 H  HKA

AT 0229 5 10 &)

F 7P UEE 5mg INIG) & V7L ¥46E bmg 4. 7 r A4 —"—EIc kv ZhEh 18 OF
FrHE L& LT hmg) BEFERAY FICHEREEIRR DS LR RELRRBEZREL, 55

NIy EE N5 X —% (AUC, Cmax) (2T 90%[E#E X MVEIC THEEHERNT 217 - 72 f5 5. log

(0.80) ~log (1.25) DOFEPHNTSH YV, MAIDEYFRIFEFEMEI R ST,
18 r

16 —e— 45 Y'Y ¥4 5mg [NIG)
14 | -0 T L AT bmg
5 i+ BUE(EE . n=18
E 12 +
=]
2 10}
& s}
€+
£ 6}
=
4
2
[] L i A A i A A ]
0 12 24 36 48 &0 72 84 96
5O (hr)
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YN T A =4

b & AUCo-96 Cmax Tmax T2

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

7 B 330.482 13.285 3.67 36.21
5mg INIG] g +69.444 +3.161 +1.03 +6.45
ULV EE 5 324.144 12.991 3.56 38.32
5mg +71.340 +3.444 +1.25 +10.77

<AZ ¥ ELOD# 5mg INIG, >
R EI S DL L RENRBR T A RT7 A VO —EKIEIZOWT CER 2442 A 29 H  3(&

I 0229
1) KCHRAR

10 =)

CP¥EFEYERZE, n=18)
MR NS AUC, Cmax 5 00/37 A — & (3, #ERE ORI DL + IR 55 03Bk
KL > TERRDWREMEND D,

47 YL 0D bmg INIG) &V 7 LW AT 0 AbE bmg &, 7 @ A4 —_"—JEIZL 0%
NENLEE (7P e LT bomg) fEFEMASFIT/K 150mL & TR ERE A5 LTl
R RBCIRREZRIE L, SO -EYEhRe T X —% (AUC, Cmax) (22T 90%/5HH X [H
B THREHENT 21T > 7255 5. log (0.80) ~log (1.25) OHPHNTH V. WAl O AW [F S5

DR S 7,
25 -
—e— 75 V¥ 0D % 5meg [NIG
N 20 | =0 T T LFHHA T4 AHE Smg
2 Py + (R, n=18
Eﬁ 15 &
§ 10
o4
g
5
[} » 1 1 |- 1 i i L
0 12 24 36 48 B0 T2 B4
5 HOBFE (hr)
IYBRE N T A — K
whH& AUCo-96 Cmax Tmax T
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
FZ P 0D 5 494.019 18.409 2.89 35.26
¥& 5mg [NIG) +127.463 +4.481 +0.96 +4.40
TRV AT 4 R 5 495.729 19.084 3.06 37.03
5E 5mg +123.601 +5.112 +0.87 +7.66

R L > TERRDLAREMEND D,
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2) K% L CHRAR

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
FHEHNT 21T - 1255 5. log (0.80) ~log (1.25) DO#IPANTH V. MHID ALY IR NS R S
iz,

—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
A% & A7 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 W BE bmg INIG) ZHEHERIAI L Lz b &, IRHEEEHNE L, AWEMNICRS L B S
iz 3,

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

) ﬁ%,\@ﬁ/éﬂﬂ

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

16.7.1 Z)LARFH I
FI o bE (FiEEE) E7ARFY I EOHHICLY . AT U o PR E LS A
LTz, HHEAERIZEME (T _XTHYEE) TRE L, Cuax OEIEIIENE (W) 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 () T 52%, Pk (FEME) T 37T%IK T L7z,
THUTX T VAR FH I 3 CYPIA2 OMREMEHZ R T 5720 LHEE STz 40 QEANT—#), [10.2
2]

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

16.7.3 Z )Lt XEF
FI7 o bE (FwbE) LT (ERARER) EoFHIickY, 7 o e romiE
R IX DTN L7z, BEAICE Y Cmax (X 16%EE01, #27 VT 7 0 AT 16%IK F L=, 2
X7 VAT 0 CYP2D6 OLEEH AT 7o LR S 9® GMEAT—4),

16.7.4 FDfth

OBEZ BT 54T P07 V7 T 0 AEITIEREE L 0K 35%m o 7c, T ALEMEH
CYP1A2 OFENEMZH T 570 L HEE S 4Lz 49,
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PRENCIT 5 FERHW TH D, 4-N-A X FMER@HOERT 7 I E/E /) AX 07—
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FARK DN 2-8 K& v A FOUROIBIENE T2 0 v, AT e v & bl L CTied TR < |
FIIEEORRIIA T P E LT D 2 L DBHERIIL TV D 59, EHIRIEICEH T 2 RE(LIR, 10-N-
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AT, BEIZS CBHEIZHRO b, e & O OO BRIRFNC LB i & i 5 2 &
WY THH EBEZHND, 0B, MRHFERIE O LEME K OBEEIZ DN T, o ERRE & [
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B2 fedEndsr L
- 0¥, 2R, 2R, BREOIERDRD SN HEIIE, SIENFEB L T D ATEEEDRE 2 6
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L fd 2 OFE BRI D IILE RIEE 2 &) DIERDOEAL S HDVNIFIED Y 2 7 PR 25D T,
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. ZYPREXA- olanzapine tablet
s ZYPREXA ZYDIS- olanzapine tablet, orally disintegrating
FIE - ik | 2.5mg, 5mg. 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.
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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 (.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 Symbyax? 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 SBKRZIRESR
ERICET 5BMER (F—X S UTHE)
AN T HEH EOFEEOHOFEHEE A —A NT Y T L3RR 5,
(V. 6. FFEDOEFRAEATHEFICHETIHEE] OHESHR)

Drug Name Category
F—ANZ7 VT O5BHR olanzapine C
(2023 4 11 A fER)

BE  pEOME
A=A NZ U7 D54 (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.
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