2023 £ 12 AHKET (5 12 hR)

AARZEER T BES - 871179, 872391

E X & 4 Vv %3 FE 12— 27 #4# — A
HBAFREERESD IF S2EESE 2018 (2019 EFHAR) ITHEM L THER

AR ZE - DIBEREE AR - HlHF
A3 UHE iR
FSUHEVHE 1% TBEL] A7 YvYPE> ODfE 2.5mglHET]

Olanzapine Fine Granules

A5 U ARRRNERESR

A5 FEODf&ES5mg THET)
A5 HE> ODfE10mg TBETL]
Olanzapine OD Tablets

#l 2

AIRL « AL
OD §E : e (DPEPAnIESE)

HHOBREE S

B AL E R A
F) FE-EMEOWUSFEICIVERTLZ &

KL : 1gth, AT L LT 10mg &f
OD #E 2.5mg : 1 g, A7 ¥ & LT 2.5mg A

AR - 7 & OD$Ebmg : 18, A7 P L LThmg &H

OD #2 10mg : 1 §EH, A7 HFEL L LT 10mg &F

fn xS
- & 4| . # )

# 4 : Olanzapine

FRz/0D 82 5mg/OD &2 10 OD %€ 2.5

WERKARBEAD : me =8
I, - BRSRBSA g IR FE AR 2016 4F 2 A 15 H 20174 8 A 15 H
g N e 2016 £ 6 /1 17 A 2017412 4 8 [
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Ipolo, BOROIFIL, ERMERERRGHEE (LUN, PMDA) OERHEEMIFRRBO—
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I. BEICEYTSEE

1.

2

FRFEDEE
AFNT, AT P 2GRS & D PO « BB EIRREE - flATH D,

(FZ7 MR 1% THET ), 7% OD § bmg THET. ) KON 47 e
OD #E 10mg HETL]] I, HEIHRKASHEPERBEREL L U TR L L, HKXORBRGEE
BRI, ZENERER, AW RSB A FE M L, 2016 4 2 A 156 AR Z IS, 2016 £ 6 H 17
HIZIRoE & BasG Lo, CGEARE 11215 2 5 (CERK 26 42 11 A 21 H) (TED Z KGR HIGH)

(A Z ML 1% THET)), 47 % OD 8 dbmg HETL]] KO 47 Frs
OD #& 10mg HET)) 1%, 2016 426 A 1 AfIT DIGBHEREEFIZI 1T 2 BUER K OV SFEk otk )
DEREX TR, HER O E BN S L7,

[4Z % 0D 8 2.5mg THIET )] 1T, BETHRSHENRRERS S L CHEEAE L, M
K M OGRBR 515 % BROE | 22 T MERRIR AR R0 IR MR & 52066 L 2017 4F 8 A 15 A IZ/&GR & Hfs,
2017412 A 8 HICHFEZBIMA LT, CEAFR 1121 % 2 5 (CFEk 26 4F 11 A 21 B) ([2HS X KR
i

(45 Mk 1% THET ], (45 % e 0D §E 25mg (HET]), [47#FE L 0D
$ebmg THET || KO I4Z % 0D #E 10mg THET ) X, 2017 4 12 A 25 HfF T THE
PEREEA] (AT T F %) BHCED WkEHER CEO, TE) ) OBREIE#hE. HIEROMHE
MBI,

HAOARFHFHE

(1) KHFNL, TP 2GS E T DHURMREE - BURIERE E IR - Gl TH 5,
(2) ERZREMWEAE LT, &k, BERBEMS b7 o R—3 20 BERIEHESE, RIbE, BEEmRE

3.

(Syndrome malin) . AFH$REMESE ., BJH, KA, BRMET AT R UT | BB BARIE, WBMA L
U A, HERERIERAE, H BRI, ZERRE, TRESERIRIARE . AR BUE R B A STV
o

(v 8. (1) ERZRIEM & PIHER ) OES M)

SR ORFIFIFE

(1) MIRLONZRIEDR b, Fx v T RIEEREIR 7 XA E TH D,

(2) OD§EIEA 7 Y=y MHIFIZE D | BEAIOMEIZKR D4 « & & - L4 Z T Lz,

(3) OD &%, BUEHIH 7 —HIF& LT,

(4) ODBEIZIX, V14— U —0ERH 5,

(5) OD #& 5mg, OD #& 10mg & PTP w4&ix, Mo, FERHEALM LUV IRy # 7 {F& Th 5,
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I. &WICEYTSER

1. B5EA

(1) M4
FT7 UMK 1% THET)
FZ Y 0D §E 2.5mg THEL)
47 e 0D §E5mg THET )
47 Y OD §E 10mg [HET |

(2) ¥4
Olanzapine Fine Granules
Olanzapine OD Tablets

(3) AMDOHEE
—fx4 LY
2. —j&4

(1) M4 (WMAE)
FZ oWy (JAN)

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

(3) AT L (stem)
—ERFRPL D OHE : -pine

3. BEAXITTERX
{bFEE R

Uj}iﬁ“g
*

N
“CHa

4. PFXRUVHSFE
4512 1 C17H20N4S
FE : 312.43

5. {E%¥4 (MfiE) XIEEXE
2-Methyl-4-(4-methylpiperazin-1-y1)-10 H-thieno[2,3- bl[1,5]benzodiazepine (IUPAC)

6. {BER4A. fl4a. BE. BEHES
ez L



. HHEP BT SHER

1. YE{LFHER

(1) 461 - R

HEAODREEIEOm R TH D,
(2) BFEE

X =)L (99.5) IZIEIFIZK K, AF 7 — kD TR <, KIZIZEA EBRT 720,
(3) WiEtE

MR L

(4) AR (SRR, K. BER
b K9 195°C (KfiR)

(5) BIEEMHMEN
MR L

(6) REREY
MR L

(7) 20t E4RHEE
MR L

2. HHRAOEMEHTIH T EREN
LR L

3. AYVRSOREREERE. EEE
(1) fesdaBRiE
1) AN A SOVlEDE (HhiE)
BALA U U AR L VB ATV, REDART MV ERBOSIARY M EET S & &,
H DAY N VIFR O & Z AIZFRBEOEE ORI Z7B D 5,
2) S AT SR EYE (OD $E 2.5mg)
KD AL ) —NVERRIZDE | WINANT MV ERGED AR "L ERBDBRAT VA
HEE, WMEHEDANY MVEFE—ERED L ZAIZFAKOTREDWRINAZ RO 5,
(2) ‘&L
Wik a~ 777 40—
R« SO EE G
BENE : U KET N LTI, K, VB, JUUNRBT MY A TER=MY
JRR



V. ®EICETSEE

1. Hifz
(1) #HRORH
MIRL + IR

OD & : KbE (HIEAAIEESE)

(2) HHOHERUER

784 F7 W HIRL 1% THETL]
il a—F ¢ v THIRL
| (7§ )
— +Z Y 0D §E +Z Y 0D §E +Z7 YL 0D #
o 2.5mg [ HET 5mg [AET) 10mg [HET)
NI FhE (DEANFREESE)
3 b o ~ Y TR
) g "JU?'-?‘.
i &) vl 'R
HET AT
:Pdt-:: ﬁ-)‘_r':‘_; ‘,]‘J‘.'l',&::
S I ) % "0
BET AEL
o o] — —
HE& (mm) 6.1 7.0 8.5
JEX (mm) 3.0 3.0 4.1
E& (mg) 90 120 240
Fo o TP TP
B oD oD oD
NN TN
2.5 5 10
HET HET HEET
Ao — R @250 @233 234

(3) BAHa—F

(Mv. 1. (2) WAOHEKOMER] DEHSH)

(4) HFIOWHE

(M. 6. WAIOKFEEN TR 2LEN] DHESM)

(5) £t
YL




2. RADOHER
(1) ARRS EERD) OEBRUTFMA

Hr7E4 AT AR 1% THE T
1g ¥
R FT7oFe
10mg
— LTI, D~ =b—, RLAvaFr 7, B RadxrrFoeitil
O—AX, b7 An—A, XU, <Znad—/L 6000
L F 7 HF e OD F 7 HF e OD B F 7 F e OD B
Wt 2.5mg [HETL] 5mg [HEI] 10mg HET ]
1 e 1 e 1§
ARG A A A A TP
2.5mg 5mg 10mg

D-v = b=V AREBEZ|D-v = F—/b, fifbErn—X KEBREZE o
tRaexyrrerel|Zvrrmereria—R A7 70 —RA ATT YV

sl H—Z, ZORARE RN, [ 2T L
ATT VU~ T XD
N

(2) BRHSORE
DR L

(3) Wi
DR L

3. BERACHERAUVERE
A L

.
AL

. BAT BTMEMED B H5HM
LRk L



6. HADEFEEHTICEITIREEY

(1) fnisaER

BRI : 2018/11/12~2015/1/22
OF T AR 1% [HET)

HndEER  40°C -

T5%RH [ (7048 ]

RBRTE H =N el
<> T B AGEE 1% A 3% A 6 % A
OLA1FG-6
PR n=3 . . . .
, o OLA1FG-7 ke ke STk STk
<A D MR > OLALFG-8
o OLA1FG-6
ek n=3 . . . .
N OLA1FG-7 ik ik Sk Sk
i T e BEYRIN A2
(RN AT AR S BE I E 1) OLALFG-8
o et 3 OLA1FG-6
PR g glP;C) n=3 | OLAIFG-7| e e s s
’ OLA1FG-8
G (%) n=18 OLA1FG-6| 100.0~104.4 | 99.1~101.7 | 98.6~103.5 | 98.6~100.1
f15 ~ go%)i> OLA1FG-7| 99.1~100.8 | 98.4~100.3 | 97.7~100.0 | 97.1~ 98.5
o ’ OLA1FG-8| 99.6~101.6 | 98.8~101.5 | 98.0~100.4 | 97.2~100.0
SF (%) %2 n=3 OLA1FG-6| 99.7~100.5 | 99.4~100.3 | 99.0~100.0 | 98.3~99.0
‘ii 0,‘1105 0% OLA1FG-7| 98.5~ 98.7 | 98.2~ 984 | 97.6~ 97.8 | 97.3~97.6
: e OLA1FG-8| 99.1~ 99.8 | 98.6~ 99.8 | 97.6~ 97.8 | 97.6~98.3

¥1:RRT#0.12. 0.96 DEZEME : 0.5%LL . RRT £ 0.21, 0.26 DEZEWE : 0.3%LLF. LS D
2 RREIIHTEEEE (%)

8 2 DIEZFWE - 0.2%LL T, WIEZEWE -

1.0%LL T

BRI : 2014/4/8~2014/12/23

OF T oHE L OD$E2.5mg [HIET] Iz 40°C - 75%RH [Hi&mdEEaE (PTP £45) ]
ABRIE B o b RAFHART
< HHE > T BH G 1% A 3% A 6 % A
P4404
PR n=3 N N . .
, g " 2 2 A A
e~ E s | 4405 1 5 1 3 SRE SRE
P4406
o P4404
el n=3 . . . .
o P4405 A A A Ry
(SN AR S e T 2 V) e e mE mE
P4406
et B P4404
PR g gleC) n=3 | pi405 e e s s
: P4406
FI—M (%) n=3 P4404 1.5~2.4 0.6~4.3
(& ¥ —MERBR) P4405 1.1~2.3 — — 0.7~2.3
<15.0%LL F > P4406 1.4~3.0 1.0~1.4
P4404 0.3 0.2~0.3 0.2~0.3 0.3~0.4
23 ) I\ -
Hﬂ%ﬁ Eijﬁjlljﬁ; 18 P4405 0.3 0.2~0.3 0.2~0.3 0.3
7 P4406 0.3 0.2~0.3 0.2~0.3 0.3
- P4404 91~95 93~100 92~97 93~95
NS ] V) =
fg(ﬁ)“ﬁ (/éfw un Llf P4405 91~95 92~ 97 94~97 94~97
7 ’ P4406 91~96 93~ 98 92~98 93~97
e . P4404 99.2~ 99.6 | 99.2~ 99.2 | 100.0~100.3 | 99.4~ 99.9
S (%) *2 n=3
©95.0~105.0% > P4405 99.7~100.1 | 98.8~ 99.3 | 100.2~100.5 | 99.2~ 99.7
: e P4406 | 100.1~100.5 | 99.8~100.2 | 100.6~100.8 | 99.4~100.2

*1:
LUF, WEEmE

1.5%LL T

RRT # 0.26. #70.28. £ 0.33. #9 0.91 %YL :

0.5%LA T, ZERCLIAN Ol 2 DFEZWE -

K2 FREITHT 2EAE (%)

0.2%



RERENEHIR : 2014/6/18~2015/1/29 GEINEAER : 2015/8/10~2015/8/17)
R 40°C - 75%RH [Hi&alitpre (PTP @it) ]

OAZ W E L OD §E bmg [HET )

ABRTE H =N LRA7HIM
< HHE > FH BH A 1% A 3% A 6 % A
OLA50D-1
R n=3 OLA3OD-2| o o e e
<4 ~ DFEEE>
A~ DOREE OLASOD-3
TR n=3 OLA50D-1
(HPLC, #:4h v ARl | OLASOD-2 ik — — WA
TEE) OLA50D-3
B —ME (%) n=3 |OLA50D-1 1.0~1.7 0.7~2.4
(G 83— MEBR) OLA50D-2 1.2~1.7 — — 1.4~1.9
<15.0%LL F > OLA50D-3 1.2~1.7 0.7~1.4
OLA50D-1 18~25 20~24 21~24 18~26
Luj: d /) =
HH%EO gﬁ W; 6 OLA50D-2 17~26 20~24 22~25 19~25
- OLA50D-3 17~25 18~24 19~24 17~23
OLA50D-1| 99.8~102.2 | 99.5~102.1 | 99.7~102.0 | 99.0~101.2
EHPE (% =6
flt[;i\ (8;)0/&1> OLA50D-2| 98.6~101.8 | 98.7~103.1 | 99.4~101.7 | 99.2~101.7
7 ° OLA50D-3| 98.3~101.3 | 98.5~103.2 | 99.7~101.9 | 99.3~101.4
SE (%) % n=3 OLA50D-1| 99.8~100.0 | 99.5~99.7 98.9~99.6 | 100.0~100.3
i’i 0:105 09> OLA50D-2| 98.7~ 99.7 | 98.9~99.1 98.9~99.5 99.3~ 99.6
: e OLA50D-3| 100.4~100.5 | 99.3~99.4 99.1~99.5 99.7~100.0

M RTRRICKHT D AHE (%)

RERFE R HAR] : 2014/6/20~2015/1/29 GEINFRER : 2015/8/10~2015/8/12)

OFZ P EL OD§E 10mg [THET )

InERER 40°C - T5%RH [IR#&wddEE (PTP @) ]

PR IE H =N el
< Bk > & BRAAEF 1% H 3 H 6 » H
e oLAoD e A e it it
PAESRARORE |5LA100D-3
il n=3 OLA100D-1
(HPLC. =45 EEHI (OLA100D-2 TRy — — HE
EE) OLA100D-3
fFE—M (%) n=3 |OLA100D-1] 1.0~1.4 1.0~1.7
(& 83— HE3BR) OLA100D-2| 1.0~1.2 — — 0.7~1.4
<15.0%LL F > OLA100D-3| 0.7~1.4 1.0~1.4
B () n=6 OLA100D-1|  20~24 20~24 21~26 22~25
<60 PR > OLA100D-2|  20~25 20~26 22~25 19~23
OLA100D-3|  20~25 20~24 21~25 18~21
SHE (%) ne6 OLA100D-1| 99.9~102.8 | 99.3~101.7 | 99.9~101.6 | 99.2~100.7
1575, 85%LLE> OLA100D-2| 100.4~102.0 | 99.2~101.4 | 100.4~102.3 | 98.8~100.7
OLA100D-3| 99.9~101.5 | 99.3~101.5 | 100.2~102.4 | 98.5~ 99.9
4B () % n=3 OLA100D-1| 100.4~100.9 | 99.4~ 99.9 | 99.6~100.1 | 98.7~100.0
= 95.0~105.0% > OLA100D-2| 100.6~101.0 | 99.5~100.0 | 100.0~100.2 | 98.8~ 99.3
OLA100D-3| 100.4~100.6 | 98.8~ 99.3 | 99.6~ 99.7 | 99.0~ 99.3

M RTRRICHT D AHE (%)




OF T ¥ 0D EE10mg THET.)  IERER  40°C - 75%RH & miEmie (T aik) ]
ABREHE =N el
< Bk > & BRAAEF 1% H 3% A 6 » H
OLA100D-1
PR n=3 . . . .
. OLA100D-2 HE ey ey ey
<P~ IR DB EE > OLAL0OD-3
il n=3 OLA100D-1
(HPLC, &1 rIEMYEEEHI (OLA100D-2 WA — — TRy
EE) OLA100D-3
fFE—M (%) n=3 |OLA100D-1] 1.0~1.4 1.2~1.4
(& &8 — MR OLA100D-2| 1.0~1.2 — — 1.0~1.4
<15.0%LL F > OLA100D-3| 0.7~1.4 1.0~1.2
n " B OLA100D-1|  20~24 23~26 22~27 22~25
EH%EEO gﬁ W;_(s OLA100D-2  20~25 23~26 22~26 19~23
OLA100D-3|  20~25 23~26 23~27 19~23
- OLA100D-1| 99.9~102.8 | 99.6~101.7 | 100.0~102.5 | 99.6~101.9
WHYE (%) n=6
157, 85%LLE > OLA100D-2| 100.4~102.0 | 100.0~101.8 | 99.9~102.1 | 99.5~102.0
OLA100D-3| 99.9~101.5 | 99.5~101.8 | 99.4~102.6 | 99.2~101.6
e o OLA100D-1| 100.4~100.9 | 98.5~99.0 98.5~99.5 99.2~99.6
&8 (%) n=3
= 95.0~105.0% > OLA100D-2| 100.6~101.0 | 98.7~99.0 98.7~98.9 98.9~99.9
OLA100D-3| 100.4~100.6 | 98.4~98.9 98.3~99.0 99.2~99.3
¥ FHREICHTIEREE (%)
(2) EWIRAFRER
AR e I - 2013/11/5~2015/11/11
OFAT oML 1% THETL]  EIRFERBR 25C - 60%RH [HKOEFE (RNTa8) ]
HRERTEH =N ezl
< HkE > *H BRAAEF 6 » H 12 % A 24 5 H
OLA1FG-6
PR n=3 . . . .
., L OLA1FG-7 WA A TRy TRy
<BGRE ORI > OLA1FG-8
L OLA1FG-6
e bR n=3 . . . .
. e OLA1FG-7 WA A TRy TRy
(SRAN RTARR S B E 1) OLALFG-8
. _ OLA1FG-6
”"@Eﬁiﬁ‘@i ;;IEC) D=3 OLAIFG-T 2 o o o
OLA1FG-8
o B OLA1FG-6| 93.7~ 98.6 | 952~ 99.1 | 93.3~97.8 91.7~97.6
flu“;fi\ ((23)%;L1;3 OLA1FG-7| 95.1~ 97.4 | 93.6~ 97.3 | 94.5~97.1 91.2~95.2
) OLA1FG-8| 97.6~100.3 | 97.7~100.2 | 96.8~99.9 93.4~97.4
e o e OLA1FG-6| 99.7~100.5 | 101.1~102.3 | 100.4~100.6 | 98.7~99.0
& (%) *2 n=3
 95.0~105.0% > OLA1FG-7| 985~ 98.7 | 989~ 99.3 | 98.3~ 98.6 | 98.0~98.4
OLA1FG-8| 99.1~ 99.8 | 99.8~100.7 | 98.3~ 99.0 | 98.2~98.7

%1 : RRT 9 0.12. 0.96 OEBZWE : 0.5%LL F, RRT 49 0.21. 0.26 OFEWE : 0.83%LL F, A0
1l 2 DRERFIE : 0.2%LL T, HIEHEWE : 1.0%LL T

X2 FREICKT DA H R

(%)




SR IR © 2014/4/8~2017/4/9
OAZ e 0D §E2.56mg THET] REHRARER 25C - 60%RH &g (PTP cif) ]

ABRIE A =RV {RAF IR
< HIKE > &5 BHAGHEE 12 % A 24 # A 36 % H
P4404
MR n=3 . . . .
s P4405 & A A A
< B e~ P e D F B> BE BE B B
P4406
WeiBaBR  n=3 P4404
(SRA: AT ARSI B I 7 P4405 e iRy iR e
HPLC) P4406
3} P4404
HWifERE (HPLC) n=3 . . . .
P %<;<1> ) n P4405 o o o o
: P4406
FI—M (%) n=3 P4404 1.5~2.4 1.2~1.9
(& ¥ —MERBR) P4405 1.1~2.3 — — 1.4~2.2
<15.0%LL F > P4406 1.4~3.0 1.7~2.0
P4404 0.3 0.3 0.3 0.2~0.3
ArEErE (4 =18
Hﬂﬁz f{i{ Wf P4405 0.3 0.3 0.2~0.3 0.3
7 P4406 0.3 0.3 0.2~0.3 0.3
- P4404 91~95 93~97 91~ 98 90~96
TEHE (% =18
fsg“f\ ( ;330/ ;L> P4405 91~95 92~97 93~100 91~95
7 ’ P4406 91~96 90~94 92~100 91~97
) P4404 99.4 99.1 100.4 101.5
a8 (%) *2 n=3
E:;i 031 05 0;1> P4405 99.9 99.4 100.7 102.0
: o P4406 100.2 97.6 100.5 101.9

%1 : RRT 0 0.26. 9 0.28. #70.33. £ 0.91 OMEGWE - 0.5%LL F. /220 LIA O &« ORI : 0.2%
DUF, WEHEWE : 1.5%L T
K2 FREITHTOEAR (%)

(3) EmEEEREDOREN
RERFE IR : 2016/2/23~2016/6/10
OF TV UMAL 1% THET) ME%E 40C LEY., K[ERE]

BRI H 7 k RAF I

<HIE > s LGl 2 1% H 2 5 H 3% H

PEIR n=10 AVO100 D RS RS RS PR
<P DR > Hkr Ha4 Ha4 HE4 HE4

MRS (HPLC) n=3

1> AV0100 SRy A SRy SRy SRy

BHITE (%) n=6

AV0100 | 96.4~100.3|95.9~100.1| 94.5~96.4 | 95.8~99.4 | 94.2~96.8
<154y, 80%LL L >

i (%) *2n=3

AV0100|96.9~100.4 | 96.4~98.3 |97.8~100.4| 96.6~97.8 |98.5~100.1
<95.0~105.0%>

1 : RRT 9 0.12, 0.96 ORIFWE : 0.5%LL F. RRT £ 0.21, 0.26 OIEEWE : 0.3%LL F, £ D
il % OMERFIE < 0.2%LL T, MIERZWE : 1.0%LL T
K2 FOREITHT O EAER (%)
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OFAT UV EUMIBL1% THIET)  #odk 25°C - 75%RH EOY, B
A BRIE B =S PRATHAR
< HiI¥ > &5 BH AR 2 34 1% A 2% H 3% A
Mtk n=10 AV0100 WD AN AN AN AN
<P DHIRL > Hdr w4 49 49 49
MifERER (HPL = . . . . .
MERE (HPLC) n=3 | \voi00] e e WA WA o
<3%1>
wHM (%) n=6
<15 4. SO%LLE > AV0100 | 96.4~100.3 | 93.4~97.7 | 90.2~96.9 | 93.5~97.8 | 89.6~96.3
G (%) *2n=3
AV0100 | 96.9~100.4 | 98.8~101.1 | 98.8~100.7 | 97.2~98.8 | 97.3~99.0
<95.0~105.0% >

%1 : RRT 7 0.12. 0.96 OHEBEWE :

0.5%LLF. RRT#90.21, 0.26 0¥y :

8 &~ OFEBWE : 0.2%LL T, BEEYE : 1.0%0 T
K2 FBREICHTHIERAR (%)

RERFEHEHIR] : 2016/8/5~2016/9/14

0.3%LL T, ZERLLS D

OF TP UMK 1% THET) #adk g, gt (D65 IR (K 1600Lx) . KB R4
RERIE H [=ESN T &
< JHKs > Fe R GlRR 30 55 Lx-hr 60 5 Lx-hr 120 75 Lx-hr
PR n=10 . .
f e | 1 e i .
< B 0 T > BV0300 | oMk | faEGobs | SHEWAET | EHAk g
MRS (HPLC) n=3 | puosnol e o o FlE
<H¥1>
WHME (%) n=6
1575 S0%LLE> BV0300| 96.4~100.3 93.4~97.7 90.2~96.9 93.5~97.8
i (%) *2n=3
B .9~100.4 .8~101.1 .8~100. .2~98.
©95.0~105.0% > V0300| 96.9~100 98.8~10 98.8~100.7 97.2~98.8

¥1:RRT#0.12, 0.96 DEZEMWE : 0.5%LL . RRT £ 0.21, 0.26 DEZEWE : 0.3%LLF. LS D
82~ OFEBWE - 0.2%LL T, REBEYHE : 1.0%LL T
X2 KRBT IEEE (%)

BUkSL - Ko

OAZ P 0D FE2.5mg THIET Mt 40°C e, KA
ABRIE A =RV PRATHIH
<HiHK > &EF BH AR R 1% H 25 H 35 H
Mtk n=10
3 PQO1 | WEEtDFEEE | A0 HRE | MEtoH WD FbE
ol kB HPLC . . . .
# f’;(p ) PQO1 e o e o
HYE (%) n=6
<304y, 80%LL I > PQO1 89~92 88~91 89~93 91~94
4B (o P
a5 (%) *2
©95.0~105.0% > PQO1 98.5 98.3 98.0 97.2
%
(55 1) PQO1 4.52 5.08 5.48 5.23
WE (kgf) n=10

%1 : RRT#J0.26, #J0.28, #70.33, # 0.91 OFEZEWE : 0.4 %L T, LRI OE A~ OIEZEHE : 0.2%

LR, #EmE -

1.0%LL T

K2 REIHT2EAER (%)
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OAT 0D EE2.5mg THETL] M®@it 25C - 75%RH LG, BRIk
RERIE H [mEVAN LRTFHIRE
<> & BH 4G 1% H 2% A 3% A
MR n=10
. . PQO1 | MuEGADOFEEE | MEADORE | HOEADORE | HEEtDEEE
<~ 5 D > Q MO DORE | MERDOREE | MEAOHEE | MEAORE
Wi (HPLC . . . .
HLEE Eﬁ%(p ) PQO1 o o o o
wHME (%) n=6
<3045 SO%LLE> PQO1 89~92 89~91 90~92 93~95
GR (%)
PQO1 . . . .
050~ 105.0% > QO 98.5 97.0 97.9 96.9
%
(BE51H) PQO1 4.52 2.82 2.71 2.71
W (kgf) n=10

%1 : RRT 9 0.26. #70.28. #70.33. £ 0.91 OFEEME - 0.4 %L F. AL Ol 2« OFEWE - 0.2%
AT, BEEME : 1.0%L T
X2 RARBICHTHEHE (%)

OFZ o HFE - ODFE2.5mg HET] Mo ko T&=E, Bt [1000Lx, ¥ — L &7 v
TE 9]
AERIEH = HR O B
< HiI# > &EF BH AR RE 60 5 Lx-hr 120 )3 Lx-hr
PER n=10
. PQO1 WD HEEE WD FEY WD FEY
HIEHBR (HPLC) R R R
i (%) n=6
<304, 80%LIL I > PQO1 89~92 90~92 93~95
4B (o P
o (%) 72
PQO1 98.5 97.9 96.9
<95.0~105.0% > Q
S
(55 1) PQO1 4.52 2.71 2.71
E (kgf) n=10

%1 : RRT#J0.26, #J0.28, #90.33, # 0.91 OFEZEWE : 0.4 %L T, LRI OE~ OIEZEHE : 0.2%

LR, #EmE -

1.0%LL T

K2 REITHT 2EAER (%)
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BRI : 2016/2/23~2016/5/27

OAZ o HFE 0D §Ebmgl HEET.) Atk 40C G, K[UEAR]
PRERTEH =R PRATHAR
<HiHE > & BHAGEE 2 14 A4 25 A 3% H
PR n=10 AVO100 WEE O~ | PR~ | OO~ | RS~ | R~
<R~ IRE D FEE > W OFEEE | HADOHER | BOOHFESE | BaOFEE | HEOHEKE
R (B)) n=6
AV0100| 20~21 18~19 18~19 17~18 16~18
<60 FPLIN >
B (%) n=6
155, S0%LLE > AV0100 | 98.1~100.2|99.5~101.4{101.3~102.8/100.1~102.7/ 99.5~101.8
8 (%) *2n=3
£ 95.0~105.0%> AV0100 | 96.8~98.1 | 95.8~96.4 | 95.7~96.0 | 96.9~98.2 | 97.4~97.9
(ZE1H)
AV0100| 54~68 48~66 41~57 45~58 50~57
fHE (N) n=10
X FREICHTHIEER (%)
OA T W OD$E 5mgl HIEET.)  MEadE 25°C - 75%RH [HEOL, Bk
BRIE A =RV CRATHIH
<HiHE > & BHAGHEE 2 A 14 A4 25 A 3% H
PR n=10 AVO100 WEE O~ | PR~ | OO~ | RS~ | R~
<R~ IR D FEE > W OFEEE | BB | BOOHFESE | HaOFEEE | HEOHEKE
M () n=6
AV0100| 20~21 13~14 11~13 12~13 11~12
<60 FPLIN >
B (%) n=6
AVO1 .1~100.299.1~101. .2~104.0 [100.8~103.1/ 99.2~101.
<1545, 80%LLE> V0100 | 98 00.299 01.099 04.0/100.8~1083.1| 99 01.9
PE=N x% —
& (%) *2n=3
©95.0~105.0%> AV0100 | 96.8~98.1 | 96.0~96.3 | 95.4~96.1 | 96.5~98.0 | 98.0~98.6
(ZE1H)
AV0100| 54~68 25~33 27~35 33~39 38~44
HE (N) n=10

X FRBIIHTOEAER (%)

OAZ W E L OD E bmgl HIE T

oL ER, B (D65 B (K 1600Lx) , KU A %]

AERIEH =N FaBg L &
< HiIH > &5 BH AR R 40 77 Lx-hr 80 /7 Lx-hr 120 5 Lx-hr
Pk n=10 AV0100 PR B~ | R~ VR | TR G~ B o | R e~ 3
<P~ R D FEEE > D FEE DFEHE DFEbE DFEEE
M () n=6
AV0100 20~21 13~14 11~13 12~13
<60 FPLIN >
EHE (%) n=6
AV01 .1~100.2 .1~101. .2~104. 100.8~103.1
<15 4. 80%LLL > V0100 | 98 00 99 01.0 99 04.0 00.8~103
A= P —
@ (%) *2n=3
AV0100| 96.8~98.1 96.0~96.3 95.4~96.1 96.5~98.0
<95.0~105.0% >
(ZE1H)
AV0100 54~68 25~33 27~35 33~39
i (N) n=10

X FRBISHTOEAER (%)

13




BRI © 2016/2/23~2016/5/27

OAZ Y OD BE 10mgl HE T M|EEE 40°C Y, KBRS
FRERTE H =R CRATHA
<HiHE > & BHAGEE 2 14 A4 25 A 3% H
PR n=10 AV0200 WEE O~ | PR~ | OO~ | RS~ | R~
<R~ IRE D FEE > W OFEEE | HADOHER | BOOHFESE | BaOFEE | HEOHEKE
R (B)) n=6
AV02 19~21 17~1 19~2 18~1 18~1
~ 60 LN > V0200 9 7~19 9~20 8~19 8~19
BEHYE (%) n=6
154y, 80%LLE> AV0200 | 96.9~99.1 |96.8~100.7{100.1~101.8/99.4~102.2 | 98.0~102.2
8 (%) *2n=3
©95.0~105.0% > AV0200 | 97.5~98.5 | 97.5~97.8 | 96.4~96.5 | 96.0~98.8 | 98.2~99.3
(ZE1H)
AV0200| 71~83 70~90 65~85 56~79 66~89
HE (N) n=10
X FREICHTHIEER (%)
OA T W B OD§E 10mgl HE T Motk 25°C - 75%RH LHEE, Bk
BRIE A =RV CRATHIH
<HiHE > & BHAGHEE 2 A 14 A4 25 A 3% H
PR n=10 AV0200 WEE O~ | PR~ | OO~ | RS~ | R~
<R~ IR D FEE > W OFEEE | HADOHER | BOOFEE | HaOFEE | HEOHEKE
M () n=6
AV02 19~21 12~1 12~1 13~1 16~1
~ 60 HLN > V0200 9 3 3 3~15 6~18
BEHYE (%) n=6
155>, S0%LLE > AV0200 | 96.9~99.1 |95.9~101.5|99.4~102.1|97.2~103.9|98.5~101.8
PE=N x% —
& (%) *2n=3
©95.0~105.0% > AV0200 | 97.5~98.5 | 97.2~98.0 | 96.0~97.3 | 96.7~97.2 |99.1~100.7
(ZE1H)
AV0200| 71~83 33~38 33~42 42~56 46~63
HE (N) n=10
X FREIHTIHIEER (%)
OA T VP EL ODSE 10mgl HET ] Madt =R, Bt (D65 IR (] 1600Lx) . K& A 2s]
FRBRTE H =R FaOt &
< JHKs > T BHLAHF 40 77 Lix-hr 80 77 Lix-hr 120 5 Lx-hr
PR n=10 AV0200 WO~ | O ~IR A | T B~ R0 0 | s~k A
<R~ IR D FEE > DFEHE DFEE DFEEE DFEE
R (B)) n=6
AV02 19~21 17~2 17~1 1
~ 60 LN > V0200 9 7~20 7~18 8
BEHYE (%) n=6
AV0200| 96.9~99.1 96.2~99.7 96.7~99.4 97.7~99.8
<1547, 80%LL >
8 (%) *2n=3
©95.0~105.0% > AV0200| 97.5~98.5 96.5~97.0 96.7~97.1 96.1~96.8
(ZE1H)
AV0200 71~83 62~80 65~80 66~82
HE (N) n=10

X FRBISHTOEAER (%)
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7. RRERVBREROREN
L

8. Al DEAZIL (MEILEmLiL)
KB L

9. BHtE
(1) ¥R 2
<A T UWE UMK 1% THET] >
%I G DM FHIR MR A BT A L HEO—BRIEIZONT CERR 24 42 H 29 B A%
A% 0229 5 10 5)

RBR S
g ARG WHRERE SRk
[al#n%E K OFABRIE : 50rpm (pH1.2. pH5.0. pH6.8. 7K). 100rpm (pH6.8)

L E]

- pH1.2 (50rpm) TiE, HEAERFIK OATIT E HIZ 15 53 LANIC - 85%LL EVaH L=,

- pH5.0 (50rpm) TiE, FEAERFI R OA I E HIZ 15 53 LANIC Y 85%LL s L7,

- pH6.8 (50rpm) TiE, FEAERHFI K OATITE HIZ 15 /3 LANIC Y 85%LL s L7,

< K (50rpm) TiE., HEHERIFIOFEIIR R 60% K N 85% T D 2 FEAIZIBU T, A b DR
HH SR AT YRR O PR ISR £ 15% D FEPHIZ & o T,

- pH6.8 (100rpm) I, [FFERIKD 50rpm DO HFER T, 30 7y LINICEEERIF . Kb & HITFEY
85% LA E¥RH L7=72% ., 100rpm DO HRER 2 E 0 L7,

LIE, RO T 2 A7 =R (7 L 35fihi1%) &k L2k, 2 TORBRKICHE W T I1Z
FE RS DA AR FEERER T A R T A ) OHEEETES LT,

(B )
EHE (%) pH1.2 (50rpm) EHE (%) pH5.0 (50rpm)
100 | g —® |[100 } @ ®
———— Lm T T T T -A
80 | A- 80 | e =TT
60 | 60 | AT
40 40
00 | —e— 5 U ABRI% [BEL 00 | —e— 5 BN % [BET
— & = U 7L EERR% - & = T L ETHB1%
D L' 1 1 1 D L' 1 1 1
0 10 15 0 5 10 15
RS (530 BEfE] (430
BEE (%) pH6.8 (50rpm) BEEE (%) 7K (50rpm)
100 | 100 |
80 | 80 |
60 | 60 |
40 40
o0 + Jf7 —e—F T3 UHE L HII% TBELY 20 L —e— 1 S % TEEL)
- & = T L EHHEE1% - = JLEERR1%
D L' 1 1 1 O f-‘ L 1 1
0 10 15 0 10 20 30
BEfE (590 B (53)
(n=12)
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<A77 HEODEESmg [HET] >
BIREIE OEW IR SRR T A R I A L EO—ESREICHOWNT (CFRk 24 422 H 29 A A%
A3 0229 % 10 =)

B SE
g BARIERT  WHRERE SRk
[al#n%E K OFABRIE © 50rpm (pH1.2, pH5.0. pH6.8. 7K). 100rpm (pH6.8)

CHIE]

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

- pH5.0 (50rpm) TiE, FEAERFI R OA T E HIZ 15 Sy LANIC Y 85%LL ¥ L7,

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

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

- pH6.8 (100rpm) (%, [FFERIKD 50rpm DU HFER T, 30 3 ANICEEHERLIA . A & 10
85%LL EIRH L7272, 100rpm DO HEER 240 L 7=,

LB, RO HZBE) 2 FEERA] (7 V%Y 47 0 Z8Ebmg) & HERLIZRER, 2 TOREBRIKIC
BT TMREEELOLEWFNFRERRT A N7 4 ) OHELRBIES LT,

(s )
EHE (%) pH1.2 (50rpm) FEHE (%) pH5.0 (50rpm)
100 | 100 | ——— n-————— )
80 | 80 |
60 | 60 |
40 | 40 |
o0 L —e— o 5 U 0DE5mg THETL 20 | —e— o 5 U 0DEE5mg THET)
-0 =3 JLFTHA T Amg - =2 LFU A 7 o 25E5mg
D L. L 1 0 L' 1 L
0 10 15 0 5 10 15
BERE (430 BERE (510
EHE (%) pH6.8 (50rpm) SEHE (%) 7K. (50rpm)
100 | B 0o 100 |
80 | 80 | -
60 | 60 |
40 40
a0 L —e— 5 L 0DESMg THEDL 20 | —e— 5 U E L 0DSESmg BET]
- =L FUF A T 2iFomg - = 2L FUH A T o 25E5mg
0 s : . 0 ¥ . .
0 10 15 0 5 10 15
B (410 BERE (530
(n=12)
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(2) EENPER 2N EERA O ALY 7R R SR 9
<AZ ¥Er 0D 25mg THET.] >

Z+Z P 0D $E2.5mg THETL] I3,

[ BT 7 58 0 BIE A O AW AR R SRR A KT

A2 (CERE 2442 H 29 B HAHRATE 0229 55 10 &) | (2RSS, b MEMEOFESEMERRICEB N T
TFREIRS & OFREMENRENTZA T P E > OD 88 bmg [#54K) ZHEUERIAIE Uiz & & iAH2RE)
WEELL, AW FES R ST,

AR

iE AR EHRERE SRk
[R5 ONRBRIE : 50rpm (pH1.2, pH5.0, pH6.8, 7/K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) Tidk, EEERHFLOARMILE I 15 55 LAY 85%LL FE LTz, F£72. &
LIRS AL (16 49) 12T DR DM 2 O HHRIL, REOFLEHFEL15%OHEHAZEZ 5 D
212 fH 1L T, £25%D#PHEZHB 25 H ORI -oTz,

- pH5.0 (50rpm) TiE, EEHERAIR ORGITE HIT 15 LIS Y 85% UL E¥sH L=, F7=, &
RS AL (16 49) 1281 DR DOME 2 OFEHERIL, REOFELEHFE L 15%OHAEZEZ 5 b D
X 12 fHH 1 ELLF T, £25%D#PHEZHE 25 H ORI -oTz,

- pH6.8 (50rpm) Tik, EEHERAIR K GITE BT 15 LIS 85%LL st L7z, F7-, &
FIRERIRE L (15 43) ISR ARG O 2 OVEHHRIL, RO FEEEHEE15%OHFEL B 5 H O
12 LELL T T, £26%OFPFEAEB D ORI -o1z,

<K (50rpm) TiE, HEUERIFIL OARGIELE I 15 53N 85%LL FisH L=, £7-. &kl
B (16 43) 2B 2 RGO 2 DV HFHRIX, REOFEEEHFEE15%OHPEELEZ 5 H D0
12 89 1 HLLE T, £25%DHPHAE R 56 DR ol

- pH6.8 (100rpm) I, [FFRERIK D 50rpm DOFHFER T, 30 7y LANICIERERIF] . A& HI2FY)
85% LA BIAH Liz728, 100rpm O H i ER 2 &0 L 7=,

YLl 47 e ODEE2.5mg [ HIET] OWHEEEZEHERA] (47 e ODSEbmg [#4K))

EHER U, TR B B8 0 ETE A O AW L RIS T A BT A > ) OE IR

HLIZZ Enn, EWFIICRE LB ST,

(5 i )
BHE (%) pH1.2 (50rpm) EHE (%) pH5.0 (50rpm)
100 =y O |10 b A e A

80 80

60 60

40 40

B ()

20 —e— A > P /0DEE2.5mg BET) 20 —e— A > /0DEE2.5mg TBET)
0 — & = F 5 ¥EL0DgESmg & 0 — & =7 5 U 0DE5mg (&)
10 15 0 10 15

B ()

BHE (%)
100 |

80
60
40 r
20

pH6.8 (50rpm)

—e— o T U 0DEE25mg THET
- & -4 ‘/*J“t:“/ODIﬁ5mg T4k ) .

o
oG

10 15
B (430

FEHE (%)
100

80 r
60 |
40 t
20 |

K. (50rpm)

—e— 7 5 U 0D$E25mg THETY
—&-47 ‘/*fl:“yonlﬁsmg F&# .

[=)
o

10 15
(53
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<A77 HEL 0D 10mg HET) >
ZZ Y 0D $ 10mg THIET ) 13,

T4 BN B 70 2 8 O BT 8K O A 2[R S 3B T A R 5
Ay (CERE 24 4E2 A 29 H  HEAHRAET 0229 45 10 &) ) ICHES&, A7 0% 0D #E smg [HIE

T &R L Lo & & iwHZE % L < EWHICRSE & R ST,

BRI
WiE - AARERT EHREBRE N PAVE

[al#R%E K OFABRIE © 50rpm (pH1.2. pH5.0. pH6.8. /K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) Tid, FEAERFI K OARGITE HIZ 15 3 LANIS Y 85%LL B L=, F7=,
FELLEERE R (15 47) 1281 ARG O 2 OFEH=RIL, REOFEEEHFEL15%OFMEBZ 5 H O
12 LELL T T, £26%DHFHEBZ D ORI -7z,

- pH4.0 (50rpm) Tid, FEAERFI K OARGITE HIZ 15 /3 LANIS Y 85%LL B L=, F72,
FELLBERE A (15 47) 1281 ARG O 4« OFEH=FIL, REOFEHEHFEL1I5% O LB 5 O
212 L ELL T T, £26%DHFHEBZ D DN h-oTz,

- pH6.8 (50rpm) Tid, FEAERFI K OARGITE I 15 53 LANIEE) 85% L. B L=, F£72,
FELLEERE A (15 47) 1281 ARG O 4« OFEHZFIL, REOFEEEHFEL1I5% DML B 5 O
23 12 A TELLF T, £25%DHiPHAZE 2 5 b DR R o7,

- K (50rpm) TI&., FEESRIE KL OUARSIE E H1T 15 2 LIRSS 85%LL BIRHI L7-, £7-. Iki#&tt
WERE A (15 47) 12T 2ROl 2 OVEHFIZ, RO FEEHFE15%OHPHZ 2 5 OO0
12l LELLFC, =25%DFiFHE B2 5 b O ehoiz,

- pH6.8 (100rpm) 1%, [FIFRERIED 50rpm OVEHFER T, 30 43 ANICAEHERLF] . AR5 & 12
85%LL BiAH L7=7-28, 100rpm O HEER 4 A% L=,

Lk, A7 e ODSE1IOmg [HIE ] OWHZE) 2 EERA] (47 e ODSESmg THIE T )
Cel U, TE B0 R 58 O E R RA O AW L RSEMERBR T A BT A 2 O¥E LA
AL et EWFMICRSE & Rl Sz,

(¥ HH i )

BHE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)

100 } 100 |
80 + 80 +
60 60
40 | a0 |
20 | —e— 5 L 0Ds10mg [BEL] 20 | —e— f 5 U 0D 10mg [HETL)
0 - - F = ‘J*ft:’}‘O[‘)ﬁEEmg FHEIJ‘ 0 - - T3> “J"fl:’l/O[?ﬁE&ﬂg FEEIJ‘
0 5 10 15 0 5 10 15
BFRl (530 BFfal (53
BHE (%) pH6.8 (50rpm) BHE (%) K (50rpm)
100 N o~ |[100 }
80 so v+ ===
60 60
40 r 40
o0 | —e— 5 L /0DEE10mg TEETY o0 L —e— 5 UYL 0DS10mg THET)
o o - —‘7f§‘/*fl:"‘/ODﬁESmg rEEIJ‘ 0 == + 3 ‘/*J“l:“/O[‘)ﬁESmg rEIEIJI
0 10 15 0 5 10 15
BFfE  (43) BFfE  (43)
(n=12)
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10. B - A%
(1) RN RELER - . NMENRRLEESH - AEICEHT H1ER

Y LR
(2) A%

<FTUPEUMRL1% THIEET] >

100g [T AF v 7R~ NT]

<AZ ¥ELODE25mg HET] >

70 $E [14 $Ex5 ; PTP : §ofEAIA 0 ]

<A77 HEODEESmg [HET] >

70 2 [14 $Ex5 ; PTP : §oAIA Y ]

<AZ YPEL 0D 10mg THET] >

70 2 [14 $Ex5 ; PTP : RoAIA Y ]

10088 [T AF v 7R bv; RXT @ BAIAD ]
(3) FPEEE

Y LR
(4) BROME

AR5 PTP al3& INT Ltk
A A % 11} 1A A RV FLU(GRE)
1% HET S VAR N R = B <l NS

PTP :&RVUiE{ke =LKoo ) 74
DT FLBEET 4L, T =N
bl —

Er— 7 AI=U LR TIR— T (LA

R MR LT

PTP AUk E=LT 4V A, TILI= L
Fg)

re—: RV FLoTLTI7EZL—hTI= —
UAh ARV ZFLTIR— T 4V A

WK U B AL

PTP R UHEE= LT 4V A, TILI=DULRRL Ry FL
i) Xyv7 Ry Ty

tr— RV ZFLUTLT7XL—h -« TAI=|i@RA U s
TheRYZFLUTIHX— KT 4 LA

Kl U AL

FI W 0D $E
2.5mg [HET]

FZ P 0D
5mg [H[ET ]

F7 ¥’ 0D 8
10mg THET ]

1. JRRHEShZIEHE
MM ER e L

12. T4
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, Wark)

2. DEXEIHRICEHET IIE

5.RER IS RICEET HEE

<HREMESHR (CRXTS5F2%) BEICHESHEILERER (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 & 70 2 FUBEMEEANL, & U PEEENNE Y 2 7 OFUEMEEEA]
EENTNWD Y, ZD, PuBMEA] (3 AT T F %) FHICHE D ILEER CEL, TEH:)
ERNREITB R & L TR SN T DO IEA] (5-HTs Z A AFEPIEE, NKi ZAREHEK) & [F
Bl ARBNTIFROEG, WEHE C S PUEMERA] (AT T7F %) ORGOGEIZRVEHRT S
&,

3. HiERUHAE
(1) BERUVRAEOHES
<#EKFE>
HE, RAZIEA T P e e LTh~10mg # 1 H 1 BREOEGICEVBAT 5, #FFEL LT
1 H 1B 10mg &OBE3 5, 7ok, Fn, ERICEVEEREET 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, WIRbLRERNCERGET5 28 & L, Fln, ERICS TR 52, 1 8
L 20mg X RN &,
<HREMESHR (CRXT5F2%) BEICHESHEILERER (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) 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 2avFaxTaAf K, 5-HTs ZAEEETEE, NKi 2% B REHTERE
ERXOCHEIZOWTL, &2 OFEFOEBEFIRE, BRHOBHRESEIZTLH L,
7.2 JFHI & U CHUBME LA O B SR Kﬁ%&%b N IACFEIRIED KA A 7 VBT DK O#
HBHEIL 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]
ELTCarFarias R, 5HTs ZEBREETHE, NK ZAEREHTIE O L TS5 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, JFRIE U CHEEGA OB SR AR 2R 5526, £7-. ARSNT
W5 ENERRRRER 9 O 51 7> b 23 AALERIE DB YA 7 T TARAI O 513 6 A E 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>
17.1.1 ERE IHEHR
O#MHAE T HEHER
BONCFER SN~ S M ERBRTA T B 7B AE) 1~12.5mg %5 S, A LiE
B 81 HllcHB T 2 HEEUGELL 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 i)
ThHoT,
1) A7 7/ WEBABERICHWZRAT, A7 e 7L bmg LA T U
VBE (EEEE) Amg 1TAEWFEMICFSETH D Z L NHER STV D 10,
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(4) BIEMEER
1) EHNERETRR
<#EKFE>
17.1.2 ENE MAEER
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 ()., 72 UT7 ., KRR, BB, RLELOAIR E) % 11.1% (10/90 #) Th
<77,

17.1.3 S EFE MAEER

OFZ o HFerh 7't OFENERF (KA : 522.5mg/H, FTHE : 10=2.5mg/H., &
B :15+£25mg/H) £ 7T RARRO LY F—)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
IR BRI A Bk EE R L, BRI e XY R EREE L, BIEREAEICK
LI, HERAMEIER (EPS) 134 _TOA4 T P BERETIINEEL R LN, oY F—
A ERECIZE(N LT, N—F L V=R A, THY DT ORRRTITRCOL T oL FRERET
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 RIEDO BRI XV A Th o7 19, “EHEMR F TORMIER ST D,
FT P ENCLDBRIET AR T ORBRIL, ~a XY RO 10 50 1 KiliTh
D EDHEITIFEE ThH T 10,

H1) A7 e e VEEBERICHWER]BI T, AT e 'L bmg AT R

VhE (iEEE) Smg 1ZAEWFEMICFETHH 2 L BRI LTINS 10,

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

17.1.4 ENEMAEER

BT Y — FXUXRAMET E Y — Ra 8 U7 PR 1 RREEBE 2 PRI M L7277 ' AR
THEERHEEERBRICISWT, A7 P g (FlEE) 5~20mg &~ 1 H 1[H 3 MK Lz L x|
BASRE B 23 1T 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 3MBIZEBIT D YMRS G OR—R2F A D OBLE KR F OFERZ (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) REMHR

<BIBEEECHITLBREROHE>

17.1.5 ENE MR

HEEMRABRICHE L T L7z 18 M DIFEREWMHR GRBRIC W T, “HERRRE T

Tbt%%ﬁ 34T o OEAIE A DR A I EE R A Pk Lo

WZIEA 7 U BRI R ZER 1Al & OG- %21T - 7 19720,

DF 5 UHE VEEITO®RN

FT P B (FiEEE) 5~20mg & 1 H 1 EIRO#EG- L7z & D YMRS AR DORX—2 7 A
NHOELE CEHMEEEERZ) X, 5 6 1% C-3.3£5.3, 18i#% C4.2+5.3 ThH o7z,

# 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+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|-2.8%5.7|-3.7+5.7|-4.2+5.3

TEIE £ AR S

BIVEH A EBIAEE X 41.0% (41/100 #5) Th-ote, EREWEM X, HIR 13.0% (13/100 ffl) TH-
77

®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 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, E2EMERIZ. A Y 7 U &Y NEEM 15.4% (6/39

()N
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fHIR 12.8% (5/39 ) K OMKEEEN 10.3% (4/39 ) TH - 7=,



(BHBEMEEF(CE T 5 5 DERDOBE)

17.1.6 EFR#ARSE 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 WHEHEE Lz & &, &R 21 5 Montgomery-Asberg Depression Rating Scale
(MADRS) AFFEDOR—2 T A vinb OEE (CEHMECEERZE) 1347 e Uif-14.26+
9.73., 77 &AR#E-11.71£11.09 T, Eﬂaﬁ%k Z D 5% EHEXMIF-2.15 [-3.93,-0.36] THY ., #
FHERR A EENRO b (p=0.018 SYHEROIAT) 22 23)

= 4) 5 6 %zl 5 MADRS GO —Z2T 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 UBEOELRBIERIL, RESEMN 15.7% (54/343 f51]) . IR 15.2% (52/343 f5]) J
OVBAKTCHE 12.0% (41/343 i) TH 7=,
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 AtEDOR—2F A v (ZHERBIKTE) no0Z e CEXE - YR
7)1, %5 6% T-3.76£8.50, &5 18 % T-6.3419.43 ThH o7z 22~ 24,

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

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 M OENIEEREMEGRBRICB N T, A7 v (FiEsE) 5~20mg & phEREC

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

@N~134V(IW#§@E%&5%%%#ﬁ)m%mﬁm%(ﬁﬂ@i%ﬁﬁ%)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 S RH O MADRS &t 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 ANE
Je LU 77 5
T 1 BB D LA MOME - DRI, RAOWN CEE BT 5 L,

2. ¥BEER

(1) {ERERL - VEFBFF
FIZ P NIT ) RV T B B AT D IEERGUSHIRIETH D, FEREAR IR 3
W CERIGURS AR 3E & 135 70 2 ORI H M2 STV D,
T W AT ORI EZ AR T DIER %I U CRE RFVE DGR O 78 53, i
FEMR, FRINBETE | RER, 5 DIEREIT R T 2 2 RSN IR R OB A S 72 5 L (Zoc/EAAE
multi-acting) . F72, %< OZFERITHT 2 EHDBMANTERENL ~ORIWEIC D7D (ZHIIER
b : receptor-targeting) L& X HiLDH 2080, AT WAL, KRNI D2 ¥ A7 (D2, Ds, Da),
o b=y 5-HTeaspoc. 5-HTs. a1-7 RLFT U KOt 2% 3 Hi ZBRA~TIERE UERERFET
BEWHRMEZ RT, R D1 ¥ A7 (D1, Ds) 08 b= 5-HTs B R~ T0R BRI
THEET 5 280382 F7- AZAH YUY (M1, Mo, Ms, Ma, Ms) SZEBIE~OBFENX In vitro &
Le#E UC in vivo THXEEVY 30 33 A5 AL 2 B O FMITH LiGHdE L L)< 30 39, &
AT NS K DRI ERIEARTEF CTO R8I & /7 vT KLU v OMFBEEIN 3590, 7L 4
VIERR R DR E ORIE 3030230, AT UYL LEBOZEREKREOMAFEH IR E
TV D A[EEMER & 2 29),

(2) EDZERMIT SRR
18.2 A KRMEREROEBYETILTORRNIER
FIUoPENE, AF LT 3038 (FERINERENEFH O 2EETIHELY IRV ®
T, BB S 30 38) (BEPEFER OFREE) . F L L AL b B g 2 30 30 (FRPEiEdk & OGN
FEE DFRER) . AR 30- 3D (RRMEEEROFRER) . 27 U 7 | 80, 39 39 (RRPEGER K OVR
LDFREE) & 2 WIEIREIAK K 30~ 40 (5 SR OFRER) F O A KRIEHIER OB E T LB
THEEREZ T,
18.3 HfNiDZRR UXMRKREATEATE~D:RR
F T T, BRI ORI 2128V T RN REVEMIZE S LT
D EEMEEFR L b, PUSHIIETE & BIGRT 2 MR K ORI B B ATSE AT B~ OB R ME A 7R
T
18.4 HERMEICEAHLLIFHELCHBERLEOBEMBEER
HEASFRIE TIT R BB RTEERTEF T /33 D1 ROBEER TR/ L& I iR D15 ERE E N
L ENTND N, T P E NI RMEEREERTE C KX & T KUt U v Ol % 1
INEH 8 TV & I IR R OIR R E & B S 5 36 87,

(3) {EFARBRSME - FribmE
MR L
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VI. EMBEICET HRE

1.
(1) ARLEDGOPRE

I R E DHERS

RUERR L

(2) BREABRTHERBShOPRE

16.1.1 MmighBRE
<AZUHPFEODEE THET] >
EFER AN B FICA T oV OENARESE bmg XA T e 88 (@bE) bmg 4 Z2E I HiE]
BOgs Lz,
zL7 VL OPENEESE Smg (34T U EE (FiEEE) Smg & AEMFMICFESETHDL ZEN
I 43,

— Tmax Cmax tie AUCO'QG
b
(hr) (ng/mL) (hr) (ng * hr/mL)
FIENAREESE | Smg BE X 1 §E 3.8£1.1 10.2+1.7 30.5£5.5 260+58.7
B (MiEfE) | bmg HEX 1 §E 3.4+1.0 10.9+2.8 31.2+5.4 259+72.0
< Je >

FTLHE T A L Ll & BEOMFETIREIX, 2.5~20mg OFFHIZE VTR G &
A TH D | %%%ﬁﬁg@%ﬁﬁ?@ﬁﬁﬁgﬁéﬂf: 4 fREER A CIL. TS 38 FERY (20.7
~641%%:&m5ﬂ~ﬁyﬂ4ndf%@\ﬁﬂf@&U7?>OWﬁﬁ@%1um%m~wmmw
5~95 /N—t LA A L) ThDH W, VHEMLNCERREICET S GHEAT—4),
) A7 e BT NVERREEPICHWERAT, A7 e T bmg LA T e
§E (WESE) Smg EMFHICAS ThH D = L BRI TN D 10,

16.1.2 £YF MR F1EHER

<AT P EMIRL 1% TAET] >

BRERLOEMFHIRIEMERBRTA T A4 VEO—FSHIEIZDOWT (Ek 2442 A 29 H A
A 0229 55 10 )

FT U AR 1% THIEEL] ROV 7 LI VHIRL 1% %, 7 v A4 — A —{EIZ XD 221 0.5
(AZ7 P & LT 5mg) B A BHEICHEEERERR ORE L ClEfR 47 P e R EE 2 HIE
L., Boni-3pmaEhie <7 2 —% (AUC, Cmax) (Z2V T 90%(5 XML CTREHIENT 21T - 7=

FEd, log (0.80) ~log (1.25) DHPANTH V. Wil DEY FEHIFLNENHER STz 4,

HIENT A—H BENRT A —4
AUCo-96 Cmax Tmax tise
(ng * hr/mL) (ng/mL) (hr) (hr)
TV e MR 1% THET) | 268.10+55.77 | 9.19+1.57 3.79+1.18 36.9%+5.5
V7R AR 1% 268.161+=58.36 9.28+1.60 3.63+1.12 37.4%5.2

(0.5g #45-, Mean+S.D., n=19)
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(ng/mL)
124

ST AN AWCANGNPNAE 4=

—o—F T HEMK1% [HETL]
- T U XY %
0.5g#%5, Mean*=S.D. n=19

0 12

24 36

48 60

72 84 96
BERE (hr)

MAEFPLEEN ONZ AUC, Cmax D37 X — 2%, #ERFE ORI (KK OLRINAIEL - FFEE O
BRI Ko TR D ATREMER H 5,

<A77 ¥Er 0D bSmg HET] >
I EI S DLW PR SRR T A RT A U HEO—EBIEICSOWT CERE 2442 H 29 0 3EA

FAR 0229 F 10 &)

A7 % 0D E 5mg TAET] KONV T LIV AT ¢ AE bmg &, 7 0 A4 —/"—JEIC &
DENZNLEE (A7 P L LT bmg) EMABMEICHEEREIR KRS Ok L TIRAKLD

K CTHRA)

LCgEh 4o o e RELZIEL, o3 yEiE 7 A—% (AUC, Cmax)

{ZDWT 90%IE R IX FIEIC THEFHIRIT 21T - 726 . log (0.80) ~log (1.25) DHFPHANTH Y |

WA D AR [R) S 7

e T A—42 (K L)

BENT .,

HIE/NT A—H BEINT A—H
AUCo-96 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
7 e 0D & bmg [HIE
- 265.73+71.69 7.74+1.89 5.05+1.47 37.1+8.0
T LUXY VAT o A5E bmg | 262.79+68.71 8.13+2.05 4.95+1.35 36.4+17.0
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(ng/mL)
12

—— 5 LHE0D$E5smg [HEIL]

i - - ST XY H A F 0 XiESME
% 9 1$73%5, Mean+S.D., n=19
*
5
ey
7
¥
>
;‘E
E
0 12 24 36 48 60 72 84 96
85 (hr)

5% A IR EEHER k72 L)

WA T A =2 (KH V)

HENT A—H BBINT A —H
AUCo-96 Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
F5 F e 0Dt 5mgl HIE T || 248.04+37.00 7.49+1.80 4.63+1.80 36.7+6.2
T VUXT YA T ¢ ABE 5mg | 249.27+45.58 7.49+2.19 4.58+1.89 36.1t5.6

(1$2# 5., Mean+S.D., n=19)

(ng/mL)
12 4

—— 5 LY E0D$E5Mg [HETL]
- VT EFH YA F 1+ AFES5mE
1#8#%5, Mean+S.D, n=19

P AN RS -ANEN[ENAR 4 =
[#)]

\i»\"\.

0 12 24 36 48 60 72 84 96
BEfE (hr)

AR REHER OkD V)

MAEPHR AN NZ AUC, Cmax 5 0/37 A — &3, #ERE OFR, (R OEREAH « e 55 O #ER
FFIC & > TR D AN D D,
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<AZUHELOD#E25mg [HET] >
16.8.1 47 OD § 2.56mg [HET] 1%, b MEWFMRZEERRICEWTY T L3 1
T 4 ABE bmg & DRIEENRENTZAT oYY bmg 2&H T 584 (OD §) ZAEuedigl L L
ol x| WHEENFELS &HE S, EWFRNICRS L Al Sz 9,
<AZ B2 OD§E 10mg [HET] >
16.8.2 47 OD # 10mg AET) i, A7 OD §E bmg [HE T ZiEuEig L
Uiz & & IEHZEE S &HE S, ARSI & B Sz 9,

(3) i
M ERR L
(4) BS - BfREOREE

1) BFEA~DORE

(TVIL 4. W) DOEZH)
2) BRSO

16.7.1 ZILARFH Y
AT oV rbE (FlsE) E7VRIY I EOHMICE Y, AT e oM RE XS
LTz, FHEAERIZEME (T _XTHYEE) TRE L, Cuax OEIIERIIENE (W) T 75%., Zotk (3
NTIERER) T 52% Th o7, AUCo24 DEIINILHEME (BUFE) T 108%., tE GEHYE) T 52%
Tholz, £l. 7 V7 7 A (CLp/F) X5 () T 52%, &Pk (FEME) T 37T%IK T L7z,
THUTX T VAR FH I 8 CYPIA2 OREMEHZ R T 5720 LHEE S 40 QE AT —#), [10.2
Z ]

16.7.2 AL EE Y
FT U H TN LR B EOMHICL Y AT Y O R R E & R
L7z PRHICE Y Cmax i 24%, AUCo-i% 34%{K F L=, ZAUIH A ~EE ) CYPIA2 DO
EERAERT L EHEE SN D GMEAT—#), [10.2 Z#]

16.7.3 Z )X EF
FZ7 oV gE (FwbE) LT (EARER) EoFHIcLY, 7 o e romiE
R IX DTN LTz, BEAICE Y Cmax (X 16%EE01, #827 VT 7 0 AT 16%IKF L=, 2
X7 VAT 08 CYP2D6 OEEHAZG T 57 LHEE Sz 19 GMEAT—4),

16.7.4 FDfth

OVEZNZBIT 24T o FEL D7 VT T 0 AMEITIERIER L 0K 85% M0 o7, ZAUIEMUEAR
CYP1A2 OFENEM 2 H T 570 L #HEE S 417z 50,

@z, A X7T7I, ULTF I, VAFVL, HBEIXIEIT Va— kb T oD
SMENRE KT D SR EEBIRD Do T, o, AT PRI BV F UL, LT
afig, AI77I, ILTr Uy UTENRA ERUTU TAET 4V NET VT — D3
WEHREIZ XS 5 B B e B BRR D D o 7o 5D 52 53 (AMEIANT —4),

(TVIL. 7. MEAEH] OHEZH)

) A7 eI TR VEBRRBEPIC AW R]AIT, AT e TR Bmg LA T U

b CFEsE) Smg 1 IAEMFEMICFAETH D Z E BRI TV 10,
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2. EYEERB/INTA—S
(1) BAHEE
MR L
(2) WUEETEH
MEE R L
(3) HREEEH
MR L
(4) YVF7S VR
MR L
(5) HHEK
AR L
(6) £t
MR L

3. 8%KH (REaL—>av) @&H
(1) fBFAE

MR L

(2) NRSA—4THER
MR L

4. R

16.2.1 BEOEE
F 7 P EE (FimE) ARG L&, BFEIC L DWMINA~D

5. 9%
(1) Mo-AxREPYEdE
AR L
(2) Mm&-RaEERaPTEEME
(TVIl. 6. (5) iEhd) DIESM)
(3) Ait~0BiTHE
(V. 6. (6) FEILim) DOEEM)
(4) BEA~OBITHE
AR L
(5) TOOBB~DBITHE
MR L
(6) MPEAKEEE
16.3.1 EE#HESE

TR b0 Tz 10,

#193% (in vitro, BBIROE), BHICT VT I v & arBBEFEQEICHEST 5 59,
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6. K

(1) REBLEIRUCKBER
16.4.1 ELRBMEMR CHBHRRE
F 7P ORBICBEETIBRIT /NI v UV BREBEEE, 7T VEAT ) ARV —E,
F ~ 7 m—2Ah P450 (CYP) Thbd, &7 F R 10-N- 7 L7 o U EEEESE R N 4'-N-27
v CEERARIE, BEEZ VY v UERA SLD 59 59, 10-N-Z Vo v R AR AR T R O
PRENCIT 5 FERHW TH D, 4-N-A X FMER@HOERT 7 I E/E /) AX 07—
MG LTWD, ERBIERHMTHD 4-N-T A X F LKL CYP1A2 200 L CAERKR SN D, ik
D2 TH D 2-8 Ra v A FUERIT CYP2D6 #4r L CTARSND N, A7 e D
BT 7 VT T A RE LS EETDHZ L1370 59, in vivo DEMWRRERIZEBV T, 4-N-7 A 2
FARKE DN 2-8 K& v A FOUROIBIENE T /20 v, AT e v & bl L CTled TR < |
FIEEORRIIA T P Th D2 L DBHER STV D 50, EHIREEICE 1T 2 RE(LIR, 10-N-
T v AR N 4-N-7 A X F RO MAE R 100 : 44 : 31 Th o7z %9, [10. &
]

(2) REICBEE5T 58K (CYPHE) OHFE. 5=
AFNONRBHHNITF R S CYP1A2 2S5 LCn»b, 72, CYP2D6 LG LTnbHEE XS
nTns, [16.4.1 ]

(3) PEEEMNROEERUVTOEE
MU ERR L

(4) REVOFEEOFTERVFESEL. FHELE
MU ERR L

7. it
16.5.1 HEHERR B UHkitt 3
R ANIC UC AT o P E 2R O#KE Lzl &, 21 A CTRBETEIEDR 57% K O 30%53 % i
ZIURF R O PR Sz 59 GMEAT — %),

8. FSUARR—E—IZET HIER
MR L

9. BNHEICKEKRERE
MR L
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10.

1.

BEODERZFTLH8E
16.6.1 BHEERESE
RUREIR FHEBRE 10 BllCA T v F L 7' 2B LRI L 5 & BHREDOIE FI3A 5
VR O BIREIC R 5 X0 7259 UMNEANT—4),
16.6.2 FFi#REpEREE
HEREREF XA T o P D7 VT T U RABR T SE DL 2 ENTRINTZN, IR T B 8 4
(AT e EE (BlEE) AT e e 2 LERRHC L D & PRI T i
F TP OB IR E 5 2 2o 7259 GEAT—4),
16.6.3 BiNE
FT e H T OB G TIE 65 ML EOWERE 16 FlOMRINIT R E I L
B3WIER L7~ (Wi : 52 Bifil. FEmlhE « 34 B§fE)), 14 HREHR G T, 65 Ml Loy
8 B DIE I X 59 Kl T o 72 60 (SLEANT — %),
16.6.4 37 - BLHE
TP bE (BEEE) XIA T o FeA® 2R LEHRENC LD &, LthickiT 54
TR D7 VT T UAEBEELD K 26%IE< |, FREMEFICB T LA T o0 VT T
VATIERERE X0 B0 35%E o Te N, THHDOERO ENOEONTFAET LI LIC XY %
BN P G- B2 8T D MBI e, HER] & B A A S DRI GO 7 VT T v AMEIE B R
JEH CTheb < o IRV TRMERES | BHEFERER ONET, 2ot FERIEE A i b K)o 72 50~ 5D 61)
GMEANT—4),
) A7 e eV ETICHWTERAIT, A7 e 'L bmg AT U E
Vg (iEEE) Smg ITAEWFEMICFETH H 2 L BRI TND 10,

Z 0t
M E R L
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VI. £t (EAELOZEES) CBEY HEE

RELEDHERA

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

RTICESGHENHHDT., FF®EPIT, MBEOREEFORRETFICITI L, [2.5. 11141

SH]

1.2 BEICHT-> T, HoM CHLREVERANRRTHBENHI L%, BERUTORKIC+

SICEREAL. OB, 2. 2R, FRFOERBISEREL. CO&SBERRHSONIBEICE.

ELICBREZ2HEL. EMOZRERITEL5. 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, ARFIEGRINTHE RIS & ZH ST e, B2 WIEEERB OGN T (BB, FEE e L)
EH LT\, SIFED D WITHERBE RO DN 256 1%, Y72 0UE 2 le2iTH 2 ENE
HThdeEZXOND, LT, HE, 2. LR, BIREOSMIEDOIER IR D 7%
AT, BEIZS CBHEIZHRO b, e & O OO BRIRBNC LB i & i 5 2 &
WY THH EBEZHND, 7B, MBHFEHIE O MLEME K OBEEIZ DN THE, o ERRE & [
R, BEORRKIREIE U TRET 2 2 & (BAaZaME®R Pk 14 4 A (No.02-1) /),

1.2 EIMFEDORBLZ BRI T 2720, BELOZEOFEICR L, LTOS%Z 43278, 5
T L (BARAMEER ¥k 14 4 A (No.02-1) /).,

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

c ARG X0 EME . BRI BT Y R— 3 & DU T RS P S S o0 L 7 BIVE A3 5
B2 fedEndsr L
- 0¥, 2R, 2R, BREOIEIRDRD 6N HEIZIE, SIS FHEE L T D ATEEENE 2 6
nopé
« FRROBFIEREROTSEAIE, BEHICAAORGEZ PRI, EMOBEEZITDL L

2. EBRBELETDOEHR
2EE (ROBHIZEBELELNI 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 5 &, BIERIEZ B(L S5 aTREMENH 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 THEBEWIERICEZO T Fv Y oo B 2B ERITRERPEN & 720 | fERE T 235
BT28FZN0WRHHTDERE LR,

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

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

4. BERUVAERICEEYT IR LETOER
(Tv. 4. MEXOHBICEETSER] 22552 L)

5. EEGEFNIE L EZDER

SEELEXMIE
<BheEFIE>
8.4 ARAIOEHIZEY, FLWIFEHED EFN G, BEREES b7 2 R— X BEIRIGHESMESE O
MARRRE T D 2 ENHLOT, AEIEEFIX, WEEORESOE, 2K, £k, HIRED
Bl +m02AT 5 2 b, KRS, @il BSE OREIRBEOBKRIK 12 A3 5 8F T, e k
AL, REHREZ MBS BENNH S, [1.2, 8.3, 9.1.1, 11.1.1 ]

8.2 [RIMMENH HDLINDHZ &N DHDT, ARAFEE X, B, BEi&, miF. IR, BIR, =%
B DR MR RICER T2 & & i, M EONESEOBEE+/3I2iTH> 2 &, [8.3,11.1.2 &
]

8.3 AFNDEHIZEL, HOENU® LG 8.1 K82 DEIWERANRETI2HANLDLZ L&, BEK
OZDOFFIC oI L, miuiER (0¥, 28 2R, SRS . RIEEER (W&, &
B, WIT IRER, IR, ERREEZ) IEEL. 2oL RIERRE LIS AICIE, BEHIZ
BeHE2 R L, EROREEZTHE D, fFETHZ &, [1.2, 81, 82, 9.1.1, 11.1.1, 11.1.2 &
fe]

8.4 AF|OHEIZ L VIEEHNZ KT ZLNHDHDT, EMICEE L, BloMENS b bh-5Ha
X, BRERE, EERIESEOWY R EEITO L,

8.5 AFIHIMAEH A2 AT 5720, MOIRFN IS iz, WBEHZE. PIEES%IC K DRI %2 REH
FTHZENHLOTERETHI &,

8.6 WIR, EET) - ) - RENEBRRNEFDORTNREIDZENBH LD T, KAIFGHOBEITIX
BATCOERED N3 BBV HEOERRE fEIR 2 ) B OEEICIE R S SRV I 2 BT 2 &,

<PBHEEFCH T LBRERRVS DEROEE>

8.7 BMEIR KON D DR YGE L5 E I, AR OGO EGIZ OV TRET L, AHIA 18R E
BH LWL EET DI &, BUBRMEREE OMERHRIEIC I T 2 B AR N TORKIO A E R 022k
[IREST L TUN el
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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 ) OJf Mk ESEOREE BRI EIZRIT 5 5 DR EETe) 2 HTHEBE~DOHLH D
FOBHIZED | 24 UL T OBE T, ARRE, ARERKORFEBEDOY 27 BHINT 5 & ORENH
120, AFORGIZHTZ-TE, VAZ ERRXT7 4 v b EEBETHZ L,

8.8.2 Y DIEREZA T HREIIMEDENHY . BREROBENLRH LD T, Z0O &5 7BEITH
R RN N G B2 EF T HBICITBRE ORER REOE(L 2 EEIRSBIRTH 2 &,
8.8.3 17z, MM, B, = VRIE, RIR, GREEME. BUE. BB, EEWE, T YT R
BEIARERHODNLD Z EAME SN TWD, o, KRBERIIWALNTIZZRVWA, 26 DIE
K ATENZ R LTEFNC W T, EEEOEA T AR, BREN, mETANREINT
W5, BEOREBAREBOZIZTEERBIET DL LI, ZDLDIEROHEENBE ST
LBElid, IREEZHEETT, MaIlEL, B2 T35 C@EURLELZITS 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, MeBtE, GRS O1TE O AL & OSERER B O BEAL A
bobNd Y A7 FIZONWT o ZITY, Eh L BEICEKELZIV 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 BT v R—U A HERFEEEESO BEERENEAPRE SN TWD, ENTHRE SN
Te AR & ORFEBIRDGE T X RWEE R @I OER O & A EIRERE ORI T (FRE.,
EILRE, 7R L) AT HEFTH D, D DOBRFITBWLTIE, AFIES I 2 s
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, REERA L CTWDEBFTIE, B, Bk, miF. Bk, SR, EEEEOK
MFEERIC R EBERLETH D,

8.4 AT WV EE D IEERPURE MR K OVER PR R 3K & 2 & 3K O 1R O (R E 1Y
MEFER#ENH D LB Z LTS 62 W/ REEMAE KT & BN Y A7 77 7 2 —L7p
2 fl 2 OFRE BRI D ILE RIEE 2 &) OIERDOEAL S DVIIFIED U 2 7 KT 5D T,
BHEEL D NEERIE LW A, BEREERNZ RS2 VE O EENRLETH D,

8.5 AANT R /3 U RHERER 2 A4 2% 970, HI/EH 2 R_ 4 RN H 5, ZD7=0, il
DOFEFNC L2 FIREICH 5 EHF, BAEOH 2 BE . H 5 VITNIEE O BHEEIZ B TIRHE
IRBEONRLRDTENDHY, ZNOLORBEL AL TLEI FIRERH D, LEERn->T, K
AzERA L TWLEETIE, +aRIEBEPLETH D,

8.6 ARFNLHHARINEIER 2 AT 5720, FRICIBR O PN BRSO AHERE - EEEREOIK T %
K AREMENR B D, LTe o T, @ATCOME¥,, fERAE L O MROBIESFIIIEFESERVWED
T REENSLETH D,
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8.7 MMEREEFIZ 31T D BER OSBRI L T, SMEERARRER CIXaMEH K OMERF I o FBE 12 x5
DAREMENDR S, BRMEIZOWVWT S RGRAFENRINTWD, —F, EWNERRER T,
3 EIREM O T B ARITKT HERE, I ONCAH] 18 G LTz & SICADEN RSN, B
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
BB W T HREROE R & BZAEMREO bR TW5S, S5, ENERRBRICBWT, &A%
e 48 WG LT & O ROFHE & AEMENRD LN TN D, ZO X I ICENIIDNL S
MOFERBRERT — 2B HHHLOD, [yt Y — NOFH « RSN x5 8 Mk N2t
TFHENL L TN Z &b | BER KOV D DIER AN U U 72 52 LA 0 L BPE 23 3T S 4037 1A
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, BEOREBEWHEBOZATEERSBIE LN OEEICEEGT L L,

8.8.3 9 OJEIR A R LIZH#FIZ SSRI K SNRI 501 9 SF| &2 G- LizE R, g, s,
Ry 7 FE, RIR, SREME, BOR. SR, fEEhE, 7 U7 RS MEE AR, iR B
FREND HOID Z EBRHE STV D 69, RIEEAMRIZI 52Tl Ay, SSRI X SNRI %
WG ENTZZ LTk 2 S ORER - ATE & 3k L7 IEBNIZ 3 T SRR B OB AL T B B a8,
BB, hETAPREINTNDTED, BEOREROREOE(L A EERBIET L L &
HIT, 2D DIEROBENHR I NG AT, BB EYICHET IMNEND D, AFNIT
SSRI J2Uf SNRI %0 Hifilk 5 I DR Z B & L72HL 2 DFITIEXR WS AFNT 5 ik %
ETOREIHEINDARERS D Z L0, HU9 DHOMMGEELSBIZTHH LTz, b
DEFITBNTLEEORELOIRREBOEZEERSBIE LN EEICRET 52 &,

8.8.4 1R D 5 DIFBENIANZHWT AR LR HGE, W SN EHNDLZ Enb b,
Lo T, BREREMPFED 6N BHILT T 555120%, 1 EGO0G B ER/RIZE D5
EOICEHEETHIREND D,

8.8.6 HAMESCHAMM, B, KB, GREMEEDITEIOZ K OB EE D H &bl
U ATEIZONWT, BEOFEEIZH Faidil 21TV, BEOREBOLLAEERS BT 5
CENEETH D,

TREPIZRE ORIEO LN B B N5 A IS TENICERE T 5 72 & BEOREEICOWTE
ffl & BB ICHAR A I &9 KO FEELAFEETH L,

6. HEDEREATHIBEICETIIRE
(1) AHHE - BEESOHIBE

9.1 SHHE - IEEEOHLHE

<BhEeHE>

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

9.1.2 [REA. MEEA LV X, FERABRNEOHSBE

ol AKX VIEREZESE L2 03 H 5,

9.1.3 TAMAZEDOEEMEBXNE W oOREEDHLBE
EREEZ K T SEDL 208D D,
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914 FEIDV YT SV RAEZBTSHHIER (FFRRES. xiE,. BinE) 6B OEBSA
AR O MIEFRENEINT 22 03 b5, [9.8 B
9.1.5 i) - MEXRE (DHEEHDIWVFIOHRELOBRE. DFL. GEERES). MOEEBEUE
mEAF YT LMRE Bk, MRERAD. OERTHRBEICK 568RE) 257588
REMENC, O F W, Sk, EVEELEERH DL ERNH D,
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Mz RTAReERN 0 ESCHARILE, D F W RGHESIRZ: & DIERRH B b d Z L i3d 5,
TS DOFERITIREOEICH b b Z ENE, LEN->T, AR ZRAL THWSHEE T -
MAFBE, IIE R SR OMRILESE Z 0 LT VIRERRD b 555101, HoRiEES L
Th D,

9.1.6 HUREMIRIEOMH FHIZ K o CHARMAR ZERIEF G D U 27 BN 5 /REIED 8 5 726 69 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 EEIT. BRASE., ARENDO Y 27 15
W2 ERBHDTD, TNHDEZITENTL, BEORBROREBOZ(LAIERERS B LN
HEEICHEET L L,

g

E

38
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WE., RAZEAZ P LTlomga1H1
AR OB L VBT 5, 7. A, FERIC
X0 EERET 52, 1H&T20mga B2 22
Eo

<PUBHEFEEIZ BT 5 5 Dk O dE >

W AT A T o & L Chmga 1 H1E
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BT 5, B, WTIhbREmICREGTLHZ L L
U, 4R, ERICIE Ul e 228, 1H &I
20mgH B2 72N &,
<HUEMERESA] (AT T F %) BHICHE D M
{EEHER CE.L, EE) >

DA & ORI WT, WBE. AT A
TP LThmga1A1IERAOFKET 5, 72
B, BEOREBICEVETHET S0, 1HET
10mgx #2722 &,

<DailyMed (USA), 2023 4F 11 A fusE >

EH 4 KIE
24 Eli Lilly and Company

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

BE  pEOME
A=A NZ U7 D45¥E (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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