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(2) #h04n
- 7UETZ)—)V#E 3mg [JG]

ASEKFIY)., BEVO—Z, hrEOayT > B RoFrobibibo—A, 5
25 T7IWI=ZgLV—F, ATTY VBT L, BEEKT 1B

- TUETZ ) —)V#E 6mg [JG]

ASEKFY), BELVO—X, hyEOayT >y e RoFyobib)ba—A, AT

TV TR T A BEEKT A B




- TS —)sE 12mg [JG)
FHKAY)., BElo—A, hrEoay 7oy, b RoFr oo —R, #HE
=TSk, ATTY VEEN TR L, BEEKT 1 B
(3) ZMfth
B2=192/4%

. AR FLRDIEEIC T BIER
B2=19224%

. HAIDBERHTICHITDREM
T7VET S/ —)ViE 3mg [JG] ¥
O hEFER
TUERE
OPTP/7 )V Eo—gik
QONT e FEAIAD)
RIFSM : 40£2°C/75+£5%RH
REHART . 6 » A
AERIEE - MR, MEEREAER. MR, HART—MEEER. R, =i
OPTP/7 )V ¥o—aE

ME | RES—-MEER | BHEER | EERER

FEBRIEE | MR tEER AR srEn (%) (%) (%)
RRE (D (2) (3 (4) (5) (6) (7
sEbHGl | 85 | @ | #g | #e 2.0 97 101.4
1 »A% | @& | 85 | @8 | 84 - 99 102.6
3xAR | #EG | #5 | 85 | #5 - 96 101.1
6xH®R | #E5 | #a | 85 | #5 1.8 95 101.5

ONTa% FRAIAD)

ME | REG-MEE | BHEBR | EERER

FBRIEE | MR g ER R tER (%) %) (%)
R (D (2) 3 (4) ) (6) (7
aERbGk | EE | #a | #E =1 2.0 97 101.4
1 »HA®%R | B85 | #g | #8 e - 96 101.4
3nAK | BEG | B | BE e - 96 101.0
6n A% | B | B | B& =1 2.2 95 100.6
(1) BEDRFETH Do
(2) AN PRI RIEL © PR 254~258nm [TIRNOAZ, #E 288~298nm (TR
DEZRT -

QREEI/ O T TT 1 —  BRHERNS/LEARY N RUBEEER» SE ARy b
FEREZEL. TNHD REEFFELW,



(4) FeWE : RRT*K 0.2, 0.4 KU 1.1 OEEWEZ 0.2%LL T ZNLNDE R DFEEY)
B 0.15%L T, EEWEDOEEHI 0.5% U T TH D,

(5) SEE—MHER | HIEED 15.0% 2B AR,

(6) 45 73fE. 80%LUE (pH5.0 M#ED 7z Mcllvaine DFEEKR 900mL. /¥ KL, 75rpm)

(7) R-ED 95.0~105.0%

XRRT : 7V ET T =)Wt g A RIS

R EEEm AW IR (40°C. HHEE 75%. 6 #» A) OfER. BEOHEIETIT
BWT3FHLZETHD Z LRI N,

© 7V Yo —BE#R O E s 2
R PTP ¥ — b
ABRSE
ORE IS 2EMEAE . 40+2C. 3 #H (&)
QEE I 2R - 25+2C/75+5%RH. 3 »H GEY)
@Yticxtd > EEMEHER  BIEE 120 /7 lux *» hr/25+2C/60+5%RH (20001lux)
HBRIEE MR, MEEER. BHER., EEHE. EE

SEEE wi | s | SO | EERE| - ER

16 M @) 3) @ (5)

SRS ms | & | 95 | 1022 | 65

OfE | 3sA% ms | ome | 95 | 1022 | 7

1y A w& | @a | 95 | 1038 | 47

@k | 2xA% m& | @& | 96 | 1035 | 42

3 5 Ak @& | @& | 96 | 1029 | 37

®% | 1207lux-hr | @& | @& | 99 | 10L1 | 47
() BEORFETH2.

(2) FBWE : RRT*# 0.2, 0.4 XU 1.1 OEEMEZ 0.2%LAT. ZNLNDE LR DEZEY
HZ 0.15%F. EEMEDEETZ 0.5%UTTH D,

(3) 45 77l 80%LA L (pH5.0 DE &7z Mcllvaine D& 900mL. /¥ M)WK, 75rpm)

(4) RED 95.0~105.0%

(5) &&=

XRRT : 7Y ETZ ) —)UZxd AR



O EAZRETOLEM SR Y

ABRIEAT

OIREITN T 2EMER . 40£2C. 3 #A (B - [EEER)
QEE TN DLEMHER 1 252 C/75+£5%RH. 3 » A (&Yt - B0
@eITA I D EMEAER ¢ MERE 120 7 lux - hr/25+2°C/60£5%RH (20001lux « >+
—L+Iv7 (7%))

ABRIEE IR, SR, B, BRI BE

] o g | IR | EEREB | EE
SBAIEE R | s | 00 o e
s (1) @ (3) (@) (5)
SRR ws | oma 95 | 102.2 6.5
R 3aA% | Bl | @& | BEL | B | Bzl
1nR% | Bl | @ | Bl |zl | ZE20
@i 2#R% | Eml | wma | Esl | Etal | ZE2D
3xA% | Eml | ma | Esl | #al | ZESD
30 Flux-hr | 2zl | #EE& | ZRL | BaL %(1?1):355)@
@k | 60Flx-hr | Bl | @a | Bl | Zsl | 200
120 Flux-hr | 2L | @& | BRL | Bal Egga;))o
(1) BEROFHETH 5.,

(2) JWE : RRT*#9 0.2, 0.4 %0 1.1 OFEEWEIZ 0.2%LL T 2SN DMEL DXEEY)

HiZ 0.15% T, EEMEDEEHE 0.5% U T TH 5,
(3) 45 3. 80%LAE (pH5.0 DDz Mcllvaine DFEER 900mL. /N F)LiE, 75rpm)
(4) ®R-ED 95.0~105.0%
(5) BEfE
¥RRT : 7V ETZ Y =) B R R

ZEM OIS [$EA] - 717 2)VAIDEEERETOLZEMFBEICONWT (BH) Frk 1l F
8 A 20 B ITEEEH N/ S5HBRIEE OFHIEME IR > 7z,

TVETZ/—)ViE 6mg [JG] ¥
© HnREER
CIETERE
OPTP/7)VI ¥u—aiZ&
@NTa%E EFEZRAIAD)
RFSM 1 40£2°C/75+5%RH
RFHAME : 6 # A



ABRIEE IR, RERREURR, AUZSUR, WA —MEER BHEER. EESER
OPTP/7 )V Ko —azk

ME | RES—EER | BHEER | EERER

PEURE | MR BRER | g (%) (%) (%)
me | D | @ | ® | @ (5) ©) )
SEBGE: | ma | ma | @ | Ee 17 97 101.1
1 »A% | @e | as | Es | Es - 97 101.0
3, B% | Ea | oma | as | Es - 94 101.7
6»B% | ma | ma | as | s 1.8 97 100.0

ONTa% FRAIAD)

ME | REL—MEE | BHEER | EERER

AEBIEE | MR i ER U srEn (%) (%) (%)
Mg (D (2) 3 4) ) (6) (7
aERbGk | EBE | #a | #E =1 1.7 97 101.1
1 »HA®R | B | #g | #8 e — 98 100.2
3xAK | BEG | B | B& e — 99 100.6
6» A% | B | B | B& e 1.9 96 100.6
(1) BEDRFE TH Do
(2) SN AR RIEL © PR 254~258nm [TIRNOEAZ, #E 288~298nm (TR

DE%ETRT .

BEBI/O~N T 7 14— BRBEEIS/EARY N RUBEEBR» G/ ARy M
FEEZEL., ZTNWH 0D R EIFFELWV,

(4) 3EYE : RRT* 0.2, 0.4 XU 1.1 OEEWEIL 0.2%L T, ZNLNDEL DLEED
B3 0.15%L T, ERYEDOEEE 0.5% U T Th 5,

(5) BEE—MFER | HIEMED 15.0%ZHA 2,

(6) 60 73fH. 80%LAE (pH5.0 MED 7= Mcllvaine DEE 900mL. /¥ KLk, 75rpm)

(7) RFRED 95.0~105.0%

¥RRT : 7V ETZ Y —)Uzxt 3 AR iR

R EEEm AW IR (40°C. HHEE 75%. 6 » A) OfER. BEOHEIETIT
BWT3FHLZETHD Z LRI N,



© 7V Yo —BE#R O E s >
AR PTP ¥ — b
ABRSE
OIRE AT 2 LEMRER - 40+2C. 3 A GEY)
QEBEICxT 2 REEHE : 25+2C/75+5%RH. 3 » A GEYY)
@Yticxt g L EMEHER  BIEE 120 /7 lux * hr/25+2C/60+5%RH (20001lux)
HBRIEE MR, MEEER. BHER, EEHE. EE

BB pR | satm | OO | EETER (ﬁfg’%
B (1) @ 3) 4) 5)
SEABIAHS HE e 95 100.6 5.6
DR 3 Bk HE e 97 100.7 6.4
oE 3 5 Bk HE HE 97 101.7 44
®% | 120Flux-hr | @& e 08 99.1 46
(1) BEOFEETH 5.,

(2) FBWE : RRT* 0.2, 0.4 XU 1.1 OEEMEZ 0.2%LAT. ZNLNDE LR DFEZEY
H(Z 0.15%TF. EEMEDEETZ 0.5%UTTH D,

(3) 60 7. 80%LA L (pH5.0 D#E®H 7z Mcllvaine OFEER 900mL. /¥ M)WK, 75rpm)

(4) RFRED 95.0~105.0%

(5) Z2E(E

XRRT : 7Y ET T —)UTH S SRR

O EAERE TOLENHER ©
ARSI
ORI DLEMHER 1 40£2C. 3 » A GEX - JEE)
QBT DLEMHER 1 25£2C/75+£5%RH. 3 » A (&Y - B0

—L+ov 7 (7%))
HEIEHE : MR, MESE, BHER, cEFXNR. BE



SHERTEE R | smste | BOOE | EREER (ﬁfé’%
I D) @ 3) 4) (5)
SHEABEALES e e 95 100.6 5.6
ORE 3 5 Hi L | EE | BlkU | il | Bal
1 5B mitaL | oms | Esl | msl | ZEE0
W= 2 Atk mial | ows | Zsl | zsl | ZEE0
3 5 At mitaL | oms | Eal | msl | ZEE0
60 Flux-hr | ZMxl | @& | Zital | Bsl | Bl
O 0 Bx-nr | maL | ma | meal | msl AlLBD
(1) BEO RS T 2.

(2) @WE : RRT* 0.2, 0.4 XU 1.1 DEEWEL 0.2%LT. ZNLISOME L DREZY)
B3 0.15%LA T, ERMEDEZ 0.5%LU T Th 5,
(3) 60 43, 80%LALE (pH5.0 D#E®» 7z Mcllvaine D#EEH 900mL. /% F)LZE, 75rpm)

(4) FED 95.0~105.0%

(5) Z%&fE
XRRT : 7V ET 5 —)VITH 9 S R

ZEM OIS [$EA] « /17 2)VAIDESERETOLREEHBEICONWT (BH) Frkll F

8 H 20 HI ITEEH S N7z SeABIEE DFHlEHEICHE > 720



TVETS S =) 12mg [JG] 7
O hnEEzER
CIEEIURE
OPTP/7 )V ¥u—a
@NZa%x FZRAIAD)
RIESEM  40£2°C/75+5%RH
REHIE 6 # A
ABRIEE - MR, EEREER, MUESUER. A —MHER. wHEER. 85
OPTP/7)VI Eo—ak

A | WA —EEER | wHEER | EEHER

MRS |t | mEEEm | S o o o
e | D | @ | ® | @ (5) ©6) )
SEBHLE | Ee | Ee | Ee | Ee 17 95 100.8
1 »A% | me | ae | Es | Ea - 95 100.4
3y A% | ma | oEa | as | Es - 93 99.6
6 » A& = BWE | BE =1 1.5 92 100.3
@NSaEE ERAAD)
ABUEE | Mk | mmstm | D | 0 R | SBR[ EREER
e | D | @ | ® | @ (5) ©) )
e | Es | ma | B | e 17 95 100.8
1 »B® | me | we | oEs | ES - 96 99.8
3 n A% & =1 =1 B — 94 100.8
6 A% | Ee | Ee | as | E 19 93 100.8
(1) EEORETH Do
(2) SO TR RIES: - WE 254~258nm ICILORA% . WE 288~298nm (2T
DEETT.

B EEI/O~N T T 14— BRBEEISB/EARY N RUEEBRN B/ ARY M
BEREZEL. TNHD REIFEFELWN,

(4) FBYE : RRTHM 0.2, 0.4 KU 1.1 OEEWEIZ 0.2%LL T, ZNLSNDEL DIEZEY)
B3 0.15%L T, ERYEOERHE 0.5% U T Th 5,

(5) SEF—MHER | HIEED 15.0% 2B AR,

(6) 60 73fE. 80%LILE (pH5.0 MED 7= Mcllvaine DFEE 900mL. /N KL, 75rpm)

(7) BRED 95.0~105.0%

¥RRT : 7Y ET T =)t B R

REAERE AW NEAR (40C, HAEE 75%. 6 # A) ORER. @EOHEGE T
BWT3FHLETH D Z LRI NIz,



© 7V Yo —REER O E s &
AR PTP ¥ — b
ABRSE
ORE IS 2EEAE . 40+£2C. 3 7 A (&)
QIEE I 2t . 25+2C/75+5%RH. 3 » A GEYE)
@Yticxt g L EMEHER  BIEE 120 /7 lux * hr/25+2C/60+5%RH (20001lux)

ABRIEE | IR, SR, R, EEHBR BE

SHBIEE wi | s | SO | EERE| - ER
16 M @) 3) @ (5)
BB ma | ma | 93 | 999 | 56
ofE | 3sA% & | me | 93 | 1009 | 59
@8E | 3»A% m& | @& | 90 | 1010 | 44
®% | 1205lux-hr | @& | @& | 93 | 993 | 49
() HEORFETH2.

(2) FBWE : RRT* 0.2, 0.4 XU 1.1 OEEMEZ 0.2%LAT. ZNLNDE LR DFEZEY
H(Z 0.15%TF. EEMEDEETZ 0.5%UTTH D,
(3) 60 7. 80%LA L (pH5.0 D#E®H 7z Mcllvaine OFEER 900mL. /¥ M)WK, 75rpm)

(4) FED 95.0~105.0%

(5) E{E
XRRT : 7V ET 5 —)VITh 9 2 X R

O EABIRETOLEM B

AERSRLF

ORI DLEMHER 1 40£2C. 3 » A GEX - JEE)
QBT DLEMHER 1 25£2C/75+£5%RH. 3 » A (&Y - B0

—L+ov 7 (7%))

SBAIEE - PR, MBS, EHITE. R, B
: o . | s | eERE | @mE
SREAIEE ik | sste | 00D o &

- 1) ) 3) @) 5)
R GHIA T BEBE k=t 93 99.9 5.6
D 3 5 A BlaL | EE | BAL | BErL | BlAL
1 5 A BlaL | EE | BALU | Bzl | BAL
) - \ BlHD | Bt
O 2nR#& Ztwl | BE | e | 2L | g
) - \ BUHD | B{tHD
3 5 Hik winpl | oEs | GEE0 | msL | ED
®% | 120 Flux-hr | Brl | @& | Blal | Bsl | BisL
(1) BBORFETH B,




(2) WE : RRT*K 0.2, 0.4 KU 1.1 OEEWEL 0.2%L4 T ZOLNDE R DFEEY)
B 0.15%L T, EEWEDOEEHI 0.5% U T TH D,

(3) 60 73fE. 80%LULE (pH5.0 DED 7z Mcllvaine DFEE®R 900mL. /¥ KL, 75rpm)

(4) RED 95.0~105.0%

(5) ZE(E

XRRT : 7V ET T =)Wt d A RIFREE

ZEMEDFME [§EH - 717 )VAI DR TOREMFHBREITONT (FH) Fakll &F
8 A 20 B IZEEEH S Nz FHERIEE OFHIEIE IR > 72,

. RARERVBREDZEMN
B2=19244%

.l EDEESZEE (IELFRIR(E)
ZUER 2L

. B

(EHZEB) O EF M ISEERIE]

T7VETZ/—)VEE 3mg [JG] 10

[BRERROEWZARSEESART A RT71 E0—HMREIIONT Bl 2 SENELDIRE
O ER A DL NESEEREE T N o1 (FR24F2H29H FEEEH 02295 10
)] TR,

- EHERIE] . YU BT S —)UEE 6mg [JGI

« RUTFZREEOKYE © B KYE

BT | HAEFA —REBEEHEEE OVYFIUER)

pH1.2 | BARFS EHEHERS 1K
50rpm pH5.0 | #D7z Mcllvaine DEER
[OldR %/ AR pH6.8 | BARFT EHEERS 2’
7K BHAZEE FEEK
100rpm pH5.0 | #D7z Mcllvaine DEER
ABRE : 900mL  BEROE : 12 Xy )b

STE | k7O 5T 1 —

AR




- plERE

[OlER %L
(rpm)

AERIR

HIEEHE

50

pHI1.2

(1) “FEEHE
ABREAIDY 15 7 DAPNITEES 85%LL EEHI T D, XU 15 73
1T 5 FHEREA DI H R HMRERF| O FPEHE 1 0% DE
HIZH %o

(2) &< D¥EHE
BRI RUT BN T, FBREAI DS R £ 1 5% D #ifH 28
Z20DM12MEF 1 BT T, £25%DHHEZEZ 56 DA%
W,

pHS5.0

(1) “FEEHE
A OIS RN 40% K 0 85%HED#EH 72 2 FrRITH
WTC, FRERELAN DSV R DR HERIA O SIE R £ 1 0% D&
Hich Dh, X 2 BHDEIE 50 BIETH Do

(2) il 2 DB
B LU RUT BN T, SUBREAI D SFII¥EHER £ 1 5% D& 2148
Z56DM 12 @ 1 BT T, £25%DEHHEZ/EZ 56 DHZ
Wo

pH6.8

7K

(1) It
EREMADRE SN BRI B 1) B FANGHIED 1/2 O
SR S A, RUBUES NI BT, 3
BRBUAI ) A LR A BRI T K £ 6% DA 2
P S 12 BIOERS 61 Bl ETH 2.

(2) {82 D
RALLBIRIC 500 C. SRS TG £ 0% OB £ 82
201 12 s 1 ENTT. £15%0OEAEEE 5 5ONAN,

100

pH5.0

(1) HIEHE
A O RN 40% K% 0 85%HEDEH 72 2 FirRITH
WTC, FRERELAN DSV R DR HERIA O B R £ 1 0% D&
HICH Dh, X 12 BEFDEIE 50 L ETH Do

(2) i< DB =R
B LU RUT BN T, SUBREAI D SFII¥EHER £ 1 5% D& 2148
Z56DM 12 @ 1 BT T, £25%DEHHEZEA 56 DL
W




- FBRIGR

(50rpm. pH1.2)

100 +
~ 80
Qo
é 60 L
% 40 + —o— TUETF Y/~ LE3mg [JG)
£a0 | —e— BEME (7T 5L
6mg [JGI )
0 : ‘ ‘
0 5 10 15
RfE (99)

(50rpm. pH5.0)

100 +
80 |
60 L
53‘* 40 L o TUETSV—EE3mg [JG)
Koo | —e— EERE (TUYT 5 — Vi
6mg [JGJ )
O L L L J
0 30 60 90 120
R (99)

WS TH D 15 DIcB\ T, SBREIAE
£ 85%L HEH L THD . #1 FI1 > D¥
EEMEICES LTz,

HIERR TH S 5 KU 45 7712HNWT, bk
SAEN D v H R AR ME R A D 158 =
T10%D&EHEITH O A FTA > DOHEEHEE
&Zi@ébfzo

(50rpm. pH6.8)

100 —o— TS/ —LsE3mg [JG]
=80 | e EENA (VYT T — s
1> 60 6mg [JGI )

3 40 +
S 20 +
gasssesee— oo
O L L L L L I
0 60 120 180 240 300 360

e (5)

(50rpm. 7K)

100 L —o— 7V ETF/—)L#E3mg [JGJ
= 80 e MERA (7Y TS —)VEE
S 60 6mg [JGJ )

343] 40 +
= 20 |
0 1 1 1 1 1 |
0 60 120 180 240 300 360

R (57)

HIERR Th D 45 5750 360 7312BWNW T, 3
ERBUA DS H R HEHESRIR ) S H =K
TO6%DEHHEHIZHD . HA1 K71 DY ERMEE
IZHEE LTz,

HERR TH D 60 7KV 360 7712HWT, &3
BREIH O VA H RO EEEEIE O SFEE R
+6%DEFICH D, /1 K71 DY ERLE
WZEE L7z,

(100rpm. pH5.0)

100 |
;\3 80 -
- 60 [ 0- — N
¥ —o— T VKT TV —)5k3mg [JGI
3 40 | o
—e— EHERF| (TV BT F/—)LiE
20 6mg [JGJ )
O L L L I
0 30 60 90 120
e (99)

HIERRTHD 5 KO 30 Tz, Bk
BUE D NEIGE R AEERF DS E H E
+T10%D&EHEITH D, /71 FT7A DHIEEHEE
IZ#EE U7z,




BHEHORIEMEDOHIE (HEHR)

- I SR (%)
i/ G ERF R — pursspaes S
(rpm) | PR | gy | EEmE (FUETSY | HBEE (FUE7sy | HWE
—)V§E 6mg [JG)) —)V§E 3mg [JGJ)
pHI1.2 15 102.5 104.3 P
5 32.4 36.5
pH5.0 e
45 85.6 93.0
50 45 6.2 8.5
pH6.8 e
360 115 12.5
60 16.9 17.1
7K Pl =
360 32.5 315
5 416 47.0
100 | pH5.0 e
30 82.1 89.5
VBB ORZEDEE (B2 DOWEHR)
B | ceparse | IR i < Dtz (%) ‘ ,
Sl 3 A MZPE YR ><t@% I:—'—»
cpmy | PEE | B EHIVEHR HITE
pH1.2 15 103.6~104.8 +15% : 0 @ e
sy | PHS0 | 45 91.9~94.0 +15% : 0 & HE
pH6.8 | 360 12.0~13.0 +9%# : 0 {8 Ee
7k 360 27.6~34.6 +9%# : 0 fH ey
100 | pH5.0 30 88.1~92.0 +15%#8 : 0 f8 We

- fiam

ABREA L RERAI OB HEBOREM ZHE L2 L 25, WINOFERFFITENWTS B8

MR RO BETREA O EMLREEESARA 1 BT 1 ] OHEREITES L T\,

PIEX D, mEANSENFRICEE & AN,




TYVETSY—)ViE 6mg [JG] 1V
[RREEDOEMZNREETRES 1 P71 VFEO—EBRIEICTONWT (FEREFEH 02295 10
5 FH24E2H29H)] KD,

BT | HAEFS —RelBEEnais OV NnE)

pH1.2 | BAFEFE BHERS 1K
50rpm pH5.0 | #E®7z Mcllvaine DfEERR
[O#r 2/ GBI pH6.8 | BARES BEHHERE 2K
7K BHAZFG BEK
100rpm pH5.0 | #D7z Mcllvaine DFEEWR
ABRIRE © 900mL  EEREOE - 12 Xv b

O | ka5 7 10—

BRI

- HIEEE

s | e R

BRI 15 AT 85%LA E¥EH 9 20, Xid 15 73iTHlF

PHLZ | o st o) A9 Hi e A MEHEBUE] ) AV R + 1 5% DEIE I 2 Do

ERHERIA OIS HERD 40% K0 85%MEDEH 4 2 BiRITH W T,
pH5.0 | FBREF D PGS H R HORHERIA| D HEH R + 1 5% DEF I 55
50 XIS 12 BB 42 A ETH Do

pH6.8 | BEERFNSIE S i BB 51 5 THIEHED 1/2 OFISHEH

RAETRTEY RS, ROEESN-RBEBIC BN T, HBREE 0
K STV R A BUR O SIS HHER + 9% DEIFIC 5 Db, XU £2 B
’ BOMEH 53 DI TH 5,

ERHERA DB RN 60% 5 U 85% ML & 72 547 2 RFRITH
100 pH5.0 | WT, FHBREAID S IR FHERF O FIGEHF + 1 5% DEEFIT
H5h, X {2 BBDOED 42 LA ETH %,

- SRERAE SR
(50rpm. pH1.2) (50rpm. pH5.0)
100 - 100
_ 80 80
S 60 S 60
.I;}’@]_ iz
gﬂ@ 40 | o FUYTSI—i6mg 1G] %40 " —o— TUETZ/—\ibmg [JG
20 | o S GEHl. 6mg) =20 ¢ e mMERE] GEHl 6mg)
0 ‘ ‘ ‘ 0 ‘ ‘ ‘ ‘
0 5 10 15 0 30 60 90 120
BEfE (99) B (99)
HIERFRTH D 15 It WNW T, HEREFINE | HERR THSD 10 70 60 TizsnT, =
B85 ULBEHLTED., A1 T4 > OH | BREAIDFHEHE H R HEEEIF OB HEK
TEEMETHEG Lz, +15%D&EHEITHD . /71 FT7A > DH|ERLE
&ZE/I% L/fzo




(50rpm. pH6.8)

100 -
80 o TUYTF/—Lst6mg [JGI
&> | ERERSS| Gl 6
N 60 | —o— = N ng)
H 40 -
K

20 +

0 &a I I I I I ]
0 60 120 180 240 300 360
el (9)

(50rpm. 7K)

100 +
~ 80 —o— TUETS/—)sEemg [JG)
S | FERER GiAlL 6
~ 60 | —o— 5 J N ng)
%
H 40 +
i

0

0 180 240 300 360
e (9))

0 60 12

HIERRTH D 20 9 K0 360 7712HNW T, 3
ERBE O S I9VE H R DR HERIF OO ST VE HH =K
+9%DEFICH . /A BT > DHIERLE
c:’_i@ébon

HIER R TH D 30 KU 360 731THN T, &)
BR B O N I9VE H R DR HERIA D I E HH =R
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8.1 Pregnancy

Risk Summary

Neonates exposed to antipsychotic drugs, including
ABILIFY, during the third trimester of pregnancy are
at risk for extrapyramidal and/or withdrawal
symptoms following delivery (see Clinical
Considerations). Overall available data from
published epidemiologic studies of pregnant women
exposed to aripiprazole have not established a drug-
associated risk of major birth defects, miscarriage, or
adverse maternal or fetal outcomes (see Data). There
are risks to the mother associated with untreated
schizophrenia, bipolar I disorder, or major depressive
disorder, and with exposure to antipsychotics,
including ABILIFY, during pregnancy (see Clinical
Considerations).
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In animal reproduction studies, oral and intravenous
aripiprazole administration during organogenesis in
rats and/or rabbits at doses 10 and 19 times,
respectively, the maximum recommended human
dose (MRHD) of 30 mg/day based on mg/m? body
surface area, produced fetal death, decreased fetal
weight, undescended testicles, delayed skeletal
ossification, skeletal abnormalities, and
diaphragmatic hernia. Oral and intravenous
aripiprazole administration during the pre- and post-
natal period in rats at doses 10 times the MRHD based
on mg/m? body surface area, produced prolonged
gestation, stillbirths, decreased pup weight, and
decreased pup survival (see Data).

The estimated background risk of major birth defects
and miscarriage for the indicated population is
unknown. All pregnancies have a background risk of
birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background
risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2-4% and 15-20%,
respectively.

Clinical Considerations
Disease-associated maternal and/or embryo/fetal risk

There is a risk to the mother from untreated
schizophrenia or bipolar I disorder, including
increased risk of relapse, hospitalization, and suicide.
Schizophrenia and bipolar I disorder are associated
with increased adverse perinatal outcomes, including
preterm birth. It is not known if this is a direct result
of the illness or other comorbid factors.

A prospective, longitudinal study followed 201
pregnant women with a history of major depressive
disorder who were euthymic and taking
antidepressants at the beginning of pregnancy. The
women who discontinued antidepressants during
pregnancy were more likely to experience a relapse
of major depression than women who continued
antidepressants. Consider the risk of untreated
depression when discontinuing or changing treatment
with antidepressant medication during pregnancy
and postpartum.




tH e

P

KEDRME
(2020 2 A) ™

Fetal/Neonatal Adverse Reactions

Extrapyramidal and/or withdrawal symptoms,
including agitation, hypertonia, hypotonia, tremor,
somnolence, respiratory distress, and feeding
disorder have been reported in neonates who were
exposed to antipsychotic drugs (including ABILIFY)
during the third trimester of pregnancy. These
symptoms have varied in severity. Monitor neonates
for extrapyramidal and/or withdrawal symptoms,
and manage symptoms appropriately. Some neonates
recovered within hours or days without specific
treatment; others required prolonged hospitalization.

Data
Human Data

Published data from observational studies, birth
registries, and case reports on the use of atypical
antipsychotics during pregnancy do not report a clear
association with antipsychotics and major birth
defects. A retrospective study from a Medicaid
database of 9258 women exposed to antipsychotics
during pregnancy did not indicate an overall
increased risk for major birth defects.

Animal Data

In animal studies, aripiprazole demonstrated
developmental toxicity, including possible teratogenic
effects in rats and rabbits.

In pregnant rats treated orally with aripiprazole
during organogenesis at doses of 3, 10, and 30 mg/kg/
day, which are approximately 1, 3 and 10 times the
MRHD of 30 mg/day based on mg/m? body surface
area, a slight prolongation of gestation and delay in
fetal development, as evidenced by decreased fetal
weight and undescended testes, were observed at 10
times the MRHD. Delayed skeletal ossification was
observed at 3 and 10 times the MRHD. Delivered
offspring had increased incidences of
hepatodiaphragmatic nodules and diaphragmatic
hernia were observed at 10 times the MRHD (the
other dose groups were not examined for these
findings). Postnatally, delayed vaginal opening was
seen at 3 and 10 times the MRHD. Impaired
reproductive performance (decreased fertility rate,
corpora lutea, implants, live fetuses, and increased
post-implantation loss, likely mediated through
effects on female offspring) were observed at 10 times
the MRHD; however, there was no evidence to
suggest that these developmental effects were
secondary to maternal toxicity.
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In pregnant rats injected intravenously with
aripiprazole during organogenesis at doses of 3, 9, and
27 mg/kg/day, which are 1, 3, and 9 times the MRHD
of 30 mg/day based on mg/m? body surface area,
decreased fetal weight and delayed skeletal
ossification were observed at 9 times the MRHD; this
dose also caused maternal toxicity.

In pregnant rabbits treated orally with aripiprazole
during organogenesis at doses of 10, 30, and 100 mg/
kg/day which are 6, 19, and 65 times the MRHD of 30
mg/day based on mg/m? body surface area,
decreased maternal food consumption, and increased
abortions as well as increased fetal mortality were
observed at 65 times the MHRD. Decreased fetal
weight and increased incidence of fused sternebrae
were observed at 19 and 65 times the MRHD.

In pregnant rabbits injected intravenously with
aripiprazole during organogenesis at doses of 3, 10,
and 30 mg/kg/day, which are 2, 6, and 19 times the
MRHD of 30 mg/day based on mg/m? body surface
area, decreased fetal weight, increased fetal
abnormalities (primarily skeletal), and decreased fetal
skeletal ossification were observed at 19 times the
MRHD; this dose also caused maternal toxicity. The
fetal no-effect dose was 10 mg/kg/day, which is 6
times the MRHD.

In rats treated orally with aripiprazole peri- and post-
natally from gestation day 17 through postpartum
day 21 at doses of 3, 10, and 30 mg/kg/day which are
1, 3, and 10 times the MRHD of 30 mg/day based on
mg/m? body surface area slight maternal toxicity and
slightly prolonged gestation were observed at 10
times the MHRD. An increase in stillbirths and,
decreases in pup weight (persisting into adulthood)
and survival were also seen at this dose.

In rats injected intravenously with aripiprazole from
gestation day 6 through lactation day 20 at doses of 3,
8, and 20 mg/kg/day, which are 1, 3, and 6 times the
MRHD of 30 mg/day based on mg/m? body surface
area, increased stillbirths were observed at 3 and 6
times the MRHD; and decreases in early postnatal pup
weight and survival were observed at 6 times the
MRHD; these doses also caused some maternal
toxicity. There were no effects on postnatal
behavioral and reproductive development.
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8.2 Lactation

Risk Summary

Limited data from published literature report the
presence of aripiprazole in human breast milk, at
relative infant doses ranging between 0.7% to 8.3% of
the maternal weight-adjusted dosage.

There are reports of poor weight gain in breastfed
infants exposed to aripiprazole and reports of
inadequate milk supply in lactating women taking
aripiprazole.

The development and health benefits of
breastfeeding should be considered along with the
mother's clinical need for ABILIFY and any potential
adverse effects on the breastfed infant from ABILIFY
or from the underlying maternal condition.

X1 : https://www.accessdata.fda.gov/drugsatfda_docs/label/
2020/021436s0445045,021713s035s036,021729s5027s028,021866
s029s0301bl.pdf (2020/10/28 72 £ X)

LF—=AMZUTTE>

k|
ADEC :
(An Australian categorisation of risk of drug use in C
pregnancy)

SE | THEOBIE

ADEC : (An Australian categorisation of risk of drug use in pregnancy)

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.
< https://www.tga.gov.au/prescribing - medicines - pregnancy - database >
(2020/10/28 727 £ R)
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8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use

Safety and effectiveness in pediatric patients with major
depressive disorder or agitation associated with
schizophrenia or bipolar mania have not been established.

The pharmacokinetics of aripiprazole and dehydro-
aripiprazole in pediatric patients, 10 to 17 years of age, were
similar to those in adults after correcting for the differences
in body weight /see Clinical Pharmacology (12.3)].

Schizophrenia

Safety and effectiveness in pediatric patients with
schizophrenia were established in a 6-week, placebo-
controlled clinical trial in 202 pediatric patients aged 13 to
17 years [see Dosage and Administration (2.1), Adverse
Reactions (6.1), and Clinical Studies (14.1)]. Although
maintenance efficacy in pediatric patients has not been
systematically evaluated, maintenance efficacy can be
extrapolated from adult data along with comparisons of
aripiprazole pharmacokinetic parameters in adult and
pediatric patients.
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Juvenile Animal Studies

Aripiprazole in juvenile rats caused mortality, CNS clinical
signs, impaired memory and learning, and delayed sexual
maturation when administered at oral doses of 10, 20,40 mg/
kg/day from weaning (21 days old) through maturity (80
days old). At 40 mg/kg/day, mortality, decreased activity,
splayed hind limbs, hunched posture, ataxia, tremors and
other CNS signs were observed in both genders. In addition,
delayed sexual maturation was observed in males. At all
doses and in a dose-dependent manner, impaired memory
and learning, increased motor activity, and histopathology
changes in the pituitary (atrophy), adrenals (adrenocortical
hypertrophy), mammary glands (hyperplasia and increased
secretion), and female reproductive organs (vaginal
mucification, endometrial atrophy, decrease in ovarian
corpora lutea) were observed. The changes in female
reproductive organs were considered secondary to the
increase in prolactin serum levels. A No Observed Adverse
Effect Level (NOAEL) could not be determined and, at the
lowest tested dose of 10 mg/kg/day, there is no safety
margin relative to the systemic exposures (AUC,.,4) for
aripiprazole or its major active metabolite in adolescents at
the maximum recommended pediatric dose of 15 mg/day.
All drug-related effects were reversible after a 2-month
recovery period, and most of the drug effects in juvenile rats
were also observed in adult rats from previously conducted
studies.

Aripiprazole in juvenile dogs (2 months old) caused CNS
clinical signs of tremors, hypoactivity, ataxia, recumbency
and limited use of hind limbs when administered orally for 6
months at 3, 10, 30 mg/kg/day. Mean body weight and
weight gain were decreased up to 18% in females in all drug
groups relative to control values. A NOAEL could not be
determined and, at the lowest tested dose of 3 mg/kg/day,
there is no safety margin relative to the systemic exposures
(AUC,.,,) for aripiprazole or its major active metabolite in
adolescents at the maximum recommended pediatric dose of
15 mg/day. All drug-related effects were reversible after a
2-month recovery period.

X1 : https://www.accessdata.fda.gov/drugsatfda_docs/label/
2020/021436s0445045,021713s035s036,021729s027s028,021866s029s
030Ibl.pdf (2020/10/28 77 £ X)
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4. Clinical particulars

4.2 Posology and method of administration

Paediatric populations

Schizophrenia in adolescents aged 15 years and older. the
recommended dose for ABILIFY is 10 mg/day administered
on a once-a-day schedule without regard to meals.
Treatment should be initiated at 2 mg (using ABILIFY oral
solution 1 mg/mL) for 2 days, titrated to 5 mg for 2 additional
days to reach the recommended daily dose of 10 mg. When
appropriate, subsequent dose increases should be
administered in 5 mg increments without exceeding the
maximum daily dose of 30 mg (see section 5.1). ABILIFY is
effective in a dose range of 10 mg/day to 30 mg/day.
Enhanced efficacy at doses higher than a daily dose of 10
mg has not been demonstrated although individual patients
may benefit from a higher dose.

ABILIFY is not recommended for use in patients with
schizophrenia below 15 years of age due to insufficient data
on safety and efficacy (see sections 4.8 and 5.1).

%2 : https://www.medicines.org.uk/emc/product/7969/smpc (2020/10/28 7
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