2020 £ 12 HYET (56 6 k) BASEREm I EES 871179

EEREAIE1—T#4—LA

BARBEEAIR A O [F o8 eH 2013 [TEHL TIERL

TR EE
7YETS5Y—)I0Dsi 3me [JG)
FZYEITSY—I0Dsi 6mg 1JG)
ZYEI S —I0DEE12me [JG)
PZYET SV —I0Dii 24mg UG

Aripiprazole OD Tablets

Al | i (ORERARTD)

®HA o HEH X o BE AUHZEEER EE-EMEOU[BITLOERT I L)

OD§3mg [JG) : 1% 7UE7S5 Y~ 3.0mgaha
OD§ 6mg [JG) : 1% 7UET7S5 YV~ 6.0mgaha

BB - & Blopstiomg JGI: 18k 7UEZSY—L 12.0mg &6
OD #¢ 24mg [JG] : 1 8gth YU ETZV =)V 24.0mg&H
¥4 : Aripiprazole (JAN)

HERTARFEHH | HiERTeARFEAH : 2017 2H 15H

=i 2 % I F; - | BEBENEERE  2017F6 H 16 H

¥ & &% H H|® 7k & H H:2017#6H16H

Brx - BhEikie @A) -

. RS et ShERTT © BAY U v A&t

EREIBHIE =& DEISIT

HAY x 3V v 73RSt BES FHEHK=E

ZAThEE - O KE~18 BF (1. H. HHZRL)

0| TEL 0120-893-170 FAX 0120-893-172
EEBEIRE I R— L=
http://www.nihon-generic.co.jp/medical/index.html

M wabE

o

A IF 132020 £ 12 ASEIORMNLEDELHITE D ZSET L.

BHORMNEBHRIZ. (B)EEREFRSREERE(PMDA)R—LX—Y [EXERZICET 51EH]
https://www.pmda.go.jp/safety/info-services/drugs/0001.html IZ T ZHR L 72 W,



IF RIFADFS|IZEDEE —grrmEsma—

1. BERRTVIE1—T+—LIERDREZE

EEAEERRBOEANLZEZNEHRE U TEEAERERRRNXE (UT. MWNXELET) 255,
RIS CEERT - FAIMSE D EBRNEEVHERBF I CHNERERGDOEIEEABRZERT DRI
IE. W XEBITEHINBHREEN T DHEIHEHLRBROIMBELRGELNH D,

RIS Cld. HEEREDITOWTREREDERBREUEEFITHERDEMNFRPEREZ L T
el ONLL TETNWD, ZORRICHERERZHEBRNICAFT 5ODBERY A & LTA
I a—T +—LDFHE LT,

HEAD 63 FFICHAREREAIRS (M. BRELIRT) 2l 2/NRERD [EXERT Y a1—
TA—=L] AT, IF &B89) OMERMIFIONT IF DERXZRE Lz, ZD%. ERUEEEOT
WNCEEATERERBR=— XD ZZ(T T, ¥ 10 F 9 BITHREZME 3 /NEERITHN
T IF ZBEHEHEDOBKET I THNTZ,

BHIT10 R L . ERGBROAID FTHOHEBEPZE, FNFThLERFRBOFEAMN., K7
&> THESE - BRRIEIIREZ KL L 2%IT T, ¥ 20 9 AITHREERBEREZERIT
PWTIF ELEEH 2008 HRE I N7z

IF E2#EH 2008 Tl IF ZEEOM T & L TRH T 2506, PDF E0OEMKT—5 &
LTRHEITZZE (e—IF) DFEAIE RSz, ZOEEIZEOE T, BAIXBITHENT 458 - 2R
DIEM]. &S - BT - EEREAKERDOHRET] REDBEINH >72BEIT. SEIORMT -5 %
B UMD e —IF Bt nd 2 & &iro7z,

BHMRD e —IF (3. (H)EXEREBREESRSEEPMDA)R—LXR—Y [EXEGRITEET 5 ER]
(https://www.pmda.go.jp/safety/info-services/drugs/0001.html) »5—#F L CAFARE
Lo T\W5, BAFRREEAIMATIE. e —IF #1883 5 PMDA h— A=Y BRIV A FThHD
ZCITHEL T, EMiEEINEHICHHE Te—IF OFERLB T HHEMEREL T, ELD IF DR
NNEZHTT SBEIEMEHABERE U CEYMEE - Bi5fd 528 & Lz,

2008 FLDFEA MDA ¥ a—T+— LRt zhfE Lch TEH L CE7-BHZHFH L.
BEPZEIT L > TH, Eh - BHETHFITE >Th, IERORWVERFEL T L 2EL, 22 TH
%, IF S EREO—EHRET 21T\ [F S8 EMHE 2013 L L TAKRT DBV L BTz,

2. IF &l

[F & I EFDORHRzM7T L. FAMEFEOERIEEEZICE > CHERB L ERZ, EREROR
HEHDZODOEHR, WHRETORDOEHR. RO DOEHR, ERERDBIEMM D20 DBR,
HZWREET T DD DERENEN S NTRENLENOERDMFHE L LT, BREIGEHE
HEZRE L. EAIED 72002 L% ERRM DB P ITERNL ORMEZ K L TWHDZEMER &I
EfflI5Nn 5,

72U, EEIE - BECEREEICEDLE D, WEMEDORANEZ) 2ENITT 56 DR UEAIR
B SFH - HIlT - Bt T NS FIEF I IF OLHBELIZRS5RN, SWEZ DL, BHEEENS
etz IF (&, FEAIETE 555 - HIWT - RRES T 5 & LT, BERHTZTDIEDEND
mom et Dl L 2R E LT\ D,

[IF O#x3l]
OFBIE AdfR, BEZ L, FRIE LTI RS > MU EDFE (MKRIFFRL) TEHL. —ERID

I D, L. WHNETHR - FFZRAWESIZE. EFEEATEINRRES SDET D,
QIF SCEHEHICEDZMERL. FHBE®IZTY v 7K TELHET %,




Q@FMDEHIIM— L. RITHT TEHHRZIERD [TF MAHDFSIE DBE] OEXZELHT 525D
L. 2EIZE DD,

[IF DIERK]

OIF (ZFAl & U THRAIDOR SRR (RHEAL ETHAL SRED ITERE D,

QIF (TEi#d 2IEE R OESIIHREARE L 7z [F SLEERITHER T %,

CRNNEDOWNE 25T T 2 LD [F DEEITIH > THERBRMLHESI N D,

OHEEEEDEEEFITET 260D, BEMEORAEH2ENITT 55 DRUEAZ (3 U ERAE
EEE SHFH - HIWT - RE I RS FIHITOVWTIELH I N2,

® TEERA >y a—7+—LGLEEH 2013] (UUF, [IF sZL&EEH 2013] &89 (T DERK
SN IF 3. BFEETORMZERL U, LB TS U CEAIRTAEFEE (PDF) 2 5HIFE L
TERAT %o (BERTOEKIFMETIEZRU,

[IF DFAT]

@ [1F sC#&E#H 20131 13, ¥Rk 25 F 10 ALIRITEGE S N HERE» S#EH L7125,

@ _LEDNDEREGRITONTIE, [TF EL#EEH 2013] (2K DFAk « #HIFHH XN 2D H D TIERN,

A LOXEBDONE],. BEEGRNIIETM&ER ERREFE MPARI NIRRT ITEISED
IERFEDZEIN, LHINEAETNKRE K RDH1EEITZIF BEETS N D,

3. IFDFAICHTz>T

[TF S2EEE 2013] ITHWTIE, PDF 7 74N X 2B TFEETORBZEARAL LTV 5, BH
RIS 2EARME. EFEAENSEIRIL CREAT 5 2 EHRAITH 5,

EFEAD IF 12OV TIE, PMDA h— A=Y [EERICBET 21EHR] (TBEEFNREINT
Wd,

BRI [EEMS VY2 —7 +—LMEROFFIZ ] ITHE > TER - 18t 505, IF DFEAZ
BE A, ERAGICAEL TWAHERP [F (EARFICEE U #HWBHRZFICOWTIFEERED MR %
ANDA F ¥ 2 =T XD EHEEE SHNEEZREI L. IF OFFAMEZED DMELDH D, /2. B
REET S N DFERH L DOEEZITEET 2EIHICEHL Tl IF ASETZN5S F TO/IT, BXERRBOHR
BEEENRBET IR LECRAOENEE., HOVWIEEREBEESRBERIEEY —EAZITIDE
FIFMEE SN EMT 2L & 61T, IF OFERICHTZ-> L. BFHORMNEZ PMDA h—LAR—Y
[EEDICEET S1EH] CHERIT S

ZH. BEFACZEMOBRORMSEHIN TS [HRBE] © [E2NETORTRI
BT 2IHEEIIAREIRICED D ZEH D, ZOBIHRWZIETTEREINE ThH D,

4. FAICIRLUCHERR

[F 2ZAMEOHEEHICHENVTRIT ZEATERVERRBRE S U UEAL TEZ 20, L
MU, EEEPERAEER/OE—Y 30— FETIORMICL D, BHEGENERDBERE L
TRHTZ2EHAITIZET LRADD %, [F IHREROLHEFRZRIT T, SFHERROBURELEN
Bl - RET DD THD I s, Ll - RIAIIIFKEZZ TS 528002 L2THL Tohri
iz 5720,

FBRERE, IF D ETHERNNE 2T T DBHREM THD., 1 ¥ —F v F TORBE
b A, ERELOLGSRAEIEM LU ZWE SBEELFRESN TS Z L 2B L TRHRzEHT
DINEND Do

(2013 & 4 HED




| . HBIEICRI T BIEE - wereeeerrereerreserersesenessesesessineennane 1
1. BT D ERE errerrerresssessssssssssssssssss s sssssans 1
2. B DIEEEEH « BUHI R oo 1

. BIRICEET DIEE - weeereeeresererserersersesessessisessecasenee 2
1. BRFG G wreeeereesseesssesssesssssssssssssssssssssssssssssssssesssssssenns 2

(l)ﬂjg .......................................................................... 2
) 2= 2
(B)BFRDEIrrresesssmmsssssssssssssssssssssisssssssssssssssssss 2
D I e 2
A G =2 ) 2
O A G 2= ) 2
5 S A 2
3. BEETUSUTTRIEET - eeeeereereerereerseseenniseesseesienes 2
A, S FRTL UG TR wereeerereresesesesesenesisesesisesesineens 2
5. ALZEARL (FHAGIE) woeveeererereseseesiseeniseesiseesieens 2
6. [BAZ. FlEZ. IBE. TEBE s 2
7. CAS BERTE D sttt 3

. BMEDICEE T BIEE - wwerrrrrrsssssssssssssssssssssssssens 4

1. WFBR LT TERT eevereeeeereeseeseseneiseeeistecssees e 4
(1)L o MR- 4
L 4
) L R 4
(A)RIR (R BER, BEEI R 4
(5)ERYEELARFBETE L wrvrevveeerrmmsssssmmmisssssninisnninnee 4
(6)@@3{%;& .................................................................. 4
D )T S T R —————— 4
2. BRI DEBERIETITBI DR oo 4
3. ﬁxbﬁﬁ@ﬁﬁmuufﬁ%{f ........................................... 4
4. BN DT erererermsssssssssssssssssssssissssssssssssnses 4

V. BIRYCEET BIEE - wreerererererssssssssssssssssssssssssssssasssanns 5

1. BT ssasssaens 5
(D)FIFEDXHI, SN AON it y R 5
= — 5
) 7 T 5
(4)pH. BBEL. KiE, HE BEOS
JS YO TR ) 5 B 5
D U DFE R vvereereeesssessesssssssssssssssssssssssssssssssssssssssanas 5
(LB GEUERRGY) DB 5
1 6
(B)F DHfteveeeerssssmssssssssssssmssssssssssssssssssss s 6
3. BIEF. AFNDOTBUE I T DR wevereeeeeeees 6
4. BRI D BB TIZE T DEETE M werereeerereeerenes 6
5. FAENETT UVERIZ D BETEME - eeeeerereeesesesesseneenns 16
6. fiFl & DEEZ WELZHIRAL) e 16
7 YEH et 17
8. MBI ERERTE croverereserssesssnsssssssnsssnsssnsssnsssssssnsssnns 26
0. %ﬁuq:@ﬁ;mﬁﬁ@ﬁg;u;—ﬂgﬁg ........................ 26
10. BRI D BRI D BRI - eereerereerreresenesenenns 26
11, Jfeeeeeerereneererenenneseenniseeinisteistsesi st 26
12. IBAT BOJEELED) 35 B HRHE -+ eeeereeerereseseseannns 26

13. EENBELRELR - SRR RERRIT

BE G BIEER coereeereereressesesessensssesstessestsssssisessssenne 26

14, FDfeereererrereserrninsisesisisesisssisisesississsisessesens 26
V. BEICEE T BIER - weeeereereesersersessessessessessessenns 27
1. FNEE LB erreerrererserensssssessssssssssssssssssssssssanens 27
. FE LT R veeeeeereeesensesessesssessesssessissssessssessenees 27
3. FEERFRI eeeeeeeeereesseessessesssessisssssssississsisesssssssnaes 27
(D)BEER T — 47 780 A7 = D eevemmmssssssssssssnssssssssssnnnnes 27
(02))] 171757/ 27
()77 5 L s 27
() o N 27
() T DN 28
D) EEEB LA T BRI R w-eeeeeeeeeereeeessssnens 28
VR 55N SRR 28

) o ol o1 SR 28
A)REE  FRERIGBR -rveoerreeseeemmsssrnissnniccnnnns 28
(==l = R 28

1)EFRGERE - FEERRERE
BIFAE) - BUGHRTeRERRFER (TR

BEERIRER) «oovevrerrrsersessssssssssssssssssssssssssssssssssannes 28
2)HREREEM & UTEMTEDNEXIEE

Hi L 72 RBR DA evveeveerressensnsaesssssisssesssssannns 28

VI. EEIB(CRGT BIEE - wrerereererererssessssssssssssssasnns 29

1. SR TBE D DA EEE 29

D ERIYEFH wveererrserssssssssssssssssssssssssssssssssssssssssssssssins 29

(1)YERIERAL « (EFBERS wwerrrersssssssssssssssssssssssssssns 29

(2)FERN BTV D EABRAE -vvvvvvvvrrrrresssssssssssnnn 29

(3)/EFASEBRIER « SRR oovvvvvversrsesssssssssssnnnnn 29

VI EEYENEEICRE T DIEE e reeeeererreressssssssssssssssssssnens 30

1. MMEEEEDHERS o HITEIE - wreereerrrermssssssesssssnnaans 30

(1)IBRE LR R I RS ovvvvvrrrsssssssssssssssssssssss 30

(@) =Tl el 30

(3)@5%@%({@; e ATy 111250 = 30

(A)YHRERTooveeveesssssssssssssssssssssssssssssssssssssssssssssssssssss 392

(5)g$ . {#}Eﬁ;%@%g .o rtestestestestes st aenannans 32
(6)RHER (K2l —>3)) MiTc&D

HIBA U 72 SR O P B BEAEFN TR v 32

Q. ERMIEFEZAM]) ST A — A wrerrnrrrnsnsinssssssnsssssansans 39

(O] T 39

(2B FE TR rrrvvererrsssssssssssssssssssssssssssssssssssssssns 32

(BYNA F T NRA FGEY T f e 392

(A LRTRETE R orrrrrerrrrrsssssssssssssssssssssssssssssssssssssnns 32

) A A 39

(@gﬂﬁﬁﬁ ............................................................... 39

A1 = e 39

ST 1 PSPPI 33

L. GFerreersesssssssssssssssssssssssssssssssssssssssssssssssssssssssssssns 33

(1) AR — GBEFTEIR A oo sssssssssssssssssssssssssnnnns 33

(2) M5 — B BT -+ rrrresessssssssssssssssssssnnnnns 33

) R RN DT 2 R 33



VI,

IX.

O TN - 2 S R —— 33

ORI i B ey — 33
B, AR ferrerrreessseessessessssssessessssessssessesssesssssesssesssesssees 33
(1){—%%&#%5&&0{—%%#%% ....................................... 33
(2)R#ICE5T 2BE (CYPA50%) 0
ST woverrseeeneessessssssssssss s 33
() EEEDEDERIL Z DE e 33
(4){ﬁ£j%w(ﬁ|¢@ﬁﬂiﬁutt$ .......................... 33
S it AT L — 33
B, B evereeessseeereeneesssssssssessesssssseseessesssssssssessssssseees 33
Q0T R TIva g0y 3 — 33
) 2 T —— 33
(B)jjﬁ“lﬁﬁ_iﬁx? ............................................................... 33
T NS AR — 2T DA Eeeerrereeeeesenrrene 33
8. BT L DIRET eerreerrerssesssesssesssssssssssesses 33
K%‘E (ERLOEESH) ICEIBDIEE- 34
1. We&%@}@ﬁﬂ ............................................. 34
2. ﬁ"—‘%l’\]ﬁ&%@fﬁ%ﬁﬂ (RAERZEL) - 34
3. ZHEENXIIZNRICBHES HEA LDEE L
%@}EEE ................................................................ 34
4. AERORHEICEEY 2ER LOTFRE L
F- DI coeevvverermmmsseeeessessssmmssssssssssssssssssssssssssssssens 34
5. EIEEAR SIS & Z DI eeeererreresssssssseseessssneens 34
6. EE L EANEE L 2 OB OB --35
T KA o eeeeesssssssssssssssssssssmsssssssssssssssssssssssssesesseees 36
D i TR o) 1 [ —— 36
O i3i e Eaa) . 1 [ —— 36
8. B -veeeeeesssessressesssssssssesssssssssssssssssssssssssssssssss 37
N (=2 1) S ———— 37
(2)%j{7’;§”ﬂ5ﬁﬁ L HJEBIE LR veeeererenensnsnsnsnsincncncs 37
O R T e — 38
(4)IEERIEIFRRBSEE R ORRREER
BB e 39
(5)EEEE. AOHE, BEERUFHOE
RS B R DO BIERFRIHAARS - oeevererereresnenenns 39
(6)1%7 VIVF — 12019 HFER R OB 39
BB A DI Berereeerrersessssissesssssssissessssessiees 40
10_ 1R FEIR . BT IREE A DY Seenrerecesssennnenn 40
11, /N REEADRES e 40
12, BB T 7 T T T BB eeereeessenneensessssnen 40
13, FBERD Eeeeereeeereesssmmssssesssssssssssssssssssssssssssssssseee 40
14, SR E DEERS wrveeeeeeseeesesssssssssssssssssssssssssssssssssssssss 40
15, Z DO TR v eeerrereesssssssssessessssssssessssssssssseses 41
16, 7 D) ftlveeeeeeesmmmsssssssssssssssssssssssssssssssssssssssssssssssssssssss 41
JEBEERERERICRT T BIBE - oeerrrreesesrereessssseseessnn 49
1. SEEFHZRER . ooeeeeveresmmssssneeenmssssssssssesessssssssssseeesssssees 49
(FEsmaEe (V. Sy 2
JHE | BB) ooveeeeemmmsmssmmssssssssssssssssssssssssssssssssssees 49
T GO S 1t S — 49
) T SE T —— 49

OV RNl 5oy - S —— 42

D ESMEERER veerrreesssensssens st 492
(1) B A SRR B v eessmssssssssssssssssssssniin 492
(@)[SZi L or= 11 T 49
(B)AETEFEAE TR IERABR o vvvvvvsrrssssssssssssssssssssssss 49
O == 49

. BEBHEIEICRE T BIEE - ererererreesssssesssssesnnes 43
1. B Gy weeerreesrsessssssssssssssssssssssssssssssssssssssssssssssnssans 43
2. EANHAR S AZAE R EARR orveereeerrsesrsessesssesssessansaanns 43
3. BFE o (RIFEAE st 43
4. BHIEFRN O IETRZ ESeereeereeerseesssesssssssssssnssanns 43
(1)ZB TOEERN EDBERIT DN Torrrrrereeees 43
(2)FHIZNMEEDEIRNTDONT (BEFIC

AR T NI MBETEIELZE) e 43
oL = S T G — 43
5. TG s 43
6. I s 44
O =L--17)Y . = F OO ORO 44
8. [Bl—FRL) * [BIBHER wrrrerrrserersessssesssssesssssssssasessses 44
0. [EIRRHLLEAE H H wrreeereerreesrsesssssssssssessssssssssasssssssannes 44

10. SLERRFERBEA BB UEBE S A4

11, ER(ELHETERAE H H wreereereeersesssmssssssssssssssssssnnes 44

12. BRENIIBNTEN, REKUHEREE

TEDEH H RO F DPNZR veverereesesesesseesnsnes 45
13. BEEMR, AHIERARFAINRD
FEDIPYES wreeeersesssssssssssssssssssssssssssssssssssssssssssssssssssans 45

14, FEERETHARSwreeereeerersrssssssssssssssssssssssssssssssssasssasssasnns 45

15. BERHRIHIRERERIZBE T DI s 45

16, BRE T — Revrererrerrnessnsnisssssinssssssssssssssssssnas 45

17. ARBEHEAT EODIERS o orveerreerressesssessesssessssssssssaessanes 45

X | . STReeeerereeerersesssnesssnessssssssnsssssssssssesssssssssssssssssessens 46

1. BFISTR R werreerrsesrsesssesssssssssssssssssssssssssssssssssssssssssans 46

0. Z DRI B IR R wreeereeersresssesssssssssssssssssssssssssanses 46

XA, BB reerrerssenssssssssssssisssssssssssssssssssssssssses 47

1. ERE COFEFTIRI wrereerrrseesssssessssssssssnsssanens 47

2. BT BT DEEERSTIBIEERerverereseresesssssssnsesnns 47

X ﬁfﬁ% .......................................................................... 55
1. GAA] - REESZIRITER U BRI 217 5 12

Y NANL L 55

- 55
(2 - MEMENORERSF 2 —T7 D&

TEHE «evememnniine 57

2. F DD BT L eeeeeeeerermininiiiiiiiiiiiicnns 58



| . BIEICRIY DIEHE

1. BEROERE
T7UETZ =)V OD # 3mg [JGl. 7UETZV—=)LOD #& 6mg [JG]. 7VETSZ =)V
OD # 12mg [JG] RUT U Y75/ —)L OD $ 24mg [JG) &, 7Y TS5V —LuaEd
LHUEEIRETH D,
AFTIE OD #8ld 2012 FiITRFTIN TN\ D,
FHNIHEAY =2V v VERASEDBREERER L U THREEZEE L. [EREROATHFICONT
PR 26 811 H21 H #8% 112158 25)] TEDZ., HBKUHBHEZRE. EMER
B, EMFNRESEEBRAEERL . 2017 F 2 BICEERTTARZE T, 2017 F 6 BITR7EHE
L7z
F7z. 2020 F 12 BT [RBMEREE T BT 2BIEROHE] ORI - IR KU - FHEHNEN
TNz,

2. HmODBFEFH - HEIF T
(D) SERIAAEOmEICHED &, OBENRERTHDZ L (OD), SBRUBRSZHFEL., #ltz

[ EXETWa,
(2) K72 U CHHRFATIBE Th 2 FENFRESE Th Do 7272 L. B2F FDREETIZIKA U TR L
W2 &,

(3) ERLZEIEAH & UT, BUHERE., EXMIAFXIT, MEMEALVA, 7FH 74 7F
—. BERGHRLARAE. PEFRRIMEST b T Y R — A BERRRME B, (RIDE, =8, ERAIBRIE,
HMERED, FZEARLE, REEIRIISE, RS NRESINTWD (2 TEHERR.



. BIFICBIT DIEE

1. BR5T&
(1) &
- 7YVETZ =)L OD # 3mg [JGI
- 7VETZ =)L OD # 6mg [JGI
- 7VETZV =)L OD# 12mg [JG]
- 7YVETZ =)L OD #& 24mg [JG]
() F&
- Aripiprazole OD Tablets 3mg “JG”
- Aripiprazole OD Tablets 6mg “JG”
« Aripiprazole OD Tablets 12mg “JG”
« Aripiprazole OD Tablets 24mg “JG”
(3) BFFDE*E
[—iREEH] + [BE + S8 + [BS] L@

2. —fE&
(1) #& (GRBiR
TIVETZYV =)V (JAN)
(2) & (GdiR)
Aripiprazole (JAN. INN)
) AT LA
ZA LN

3. BENX(ITRMER

/ \ H
QN NCH2CH2CH2CH20 N [0)
Cl Cl m

4. RFARUDFE
¥ 1 Cy3Hyr CLIN;O,
n¥E: 448.39

5. {t#& (&%)
7-[4-[4-(2,3-dichlorophenyl)-1-piperazinyl]butoxy]-3,4-dihydro-2(1 /4 )-quinolinone
(IUPAC)

6. [BA&. A&, BS. 58S
ZaER 2L



7. CAS ER&ES
129722-12-9



ll. B¥mIICETDIER

1. YEB(CFHIE

(1) 5MER - IR
HEDEREMEDHE TH 5,

(2) BB
T r=RMU), T/ =)V (99.5). I AF)IVZA)VKRF T FIZRPRBEIFRT L., KiTIFEAE
B0,

(3) I
ZHER L

D) R (PR, R, RER
ZHERRL

(5) BRI E BB EA
ZEERZ L

(6) SECRER
ZHERZL

(7) ZDbDERTIEE
ZEERZ L

2. BMmDOESEFRHTICHITDIREL
) =2V

3. B D DOEREERE
(1) FTARUX A=Y BIVEIERE (EIEAY 7 LSERRE)
Q) WEr7a~x TS5 T 4 —
(3) B3R X SREHTHIE

4. BYRDDESEE
Wiz ax 757 1 —



V. HAICRI DIEH

1. Al
(1) BIFEDERI. SMRRUMEIA

(3) @RIJ—k

7UE¥75/—)OD$ 3mg [JGI
SERIAIAICET 7Y Y75 —)L 0D3 JG

- U5/~ OD$t 6mg [JGI
SERIAIAICET 7Y TS —)L 0D6 JG

- U5/ —)L OD $t 12mg [JG]
SERIAAICET 7YY S /=)L 0D12 JG

- 7UE¥T75)—)L OD $ 24mg [JG]
SERIAMAICET 7Y ¥ TS —)L 0D24 JG

BA=1924%

2. HFRIDFER
(1) BMmS (EHEMD) DEE

- 7VETZ/ =)V OD # 3mg [JG]
1§k 7Y ET SV —)L 3.0mg &6
- 7VETZY =)V OD # 6mg [JG]
1§k 7Y ET SV —)L 6.0mg &6

iR 5t %4 TUE7Z =)V OD & 3mg [JG] | 7Y ETZ—)L OD # émg [JGI
& - Al HBORE HED R
S, S FSe., FSe.,
Ak & é’c;yo:{l g’oo:{l @ F:?OD 6L ‘i‘io 6L
REZ (mm) B .60 Ex:30 Ex:3.3
HE (mg) 95.00 135.00
k& | 7VESZY—=)VOD#E 12mglJGl | 7Y TS —)L OD # 24mg [JG]
& - FfE HEDRHE HED 3R
eFsL, ¢T3,
AN i Nopi2% Rop12%
ARZ& (mm) Eff:80 Ex:34 BEff:100 EZ:45
HE (ng) 180.00 360.00
(2) HEIDWHE
FZUBERRL

(4) pH. =EELL. #E. KE. BROERURER pH 3%




- 7VETZY =)V OD $ 12mg [JG]
1#Eh YU TS —)V12.0mg &F
- 7VETZY =)L OD $ 24mg [JG]
1#Eh YU TSV =)l 24.0mg &FH
(2) 004
- 7UE¥S5—)LOD # 3mg [JGI
D-¥>=h—=)l, 7O Xo—X, BEHEL FoF>7ob)lb)lo—-R, ZJaARER
Y. ATTV VBRI RV L, BE2ETIVI=ZULV—F
- YUK =)L OD # 6mg [JG]
D-¥>=hr—=)l, 7O Xo—X, BE#HEL FoF>7ob)lt)lo—-R, ZJaoARER
Vo ATTV VB TR T A
- 7YE¥S5—)L OD # 12mg [JGI
D-¥>=hF—=)b, 7O Xo—X, BEHEL FoF>7ob)lb)lo—-R, ZJaARER
V. AT TV VBT L, EEETHNEK
- 7UETZ =)V OD #E 24mg [JG]
D-¥>=hr—=)l, 7O Xo—X, BE#HEL FoF>7ob)l)lo—-R, ZJaARER
Vo ATTV VB TR
(3) ZDfth
BE=19244%

3. BEE. ABODEEICKHTDIER
BA=19A 4N

4. REIDSERHTICHITDREY
T7YETZ/—)V OD #% 3mg [JGI
© fEzRER
TERE . PTP/7 )V o—a FZEFIAD)
AHEREME - 40£2°C/75+5%RH
AEREIE 6 4 H
ABRIEE MR, WERRHUER. MUEEER. WART—MEEBR, FREEER. BHER. 255

SBIEE | MR | HeERsE | st %ﬁgﬁi@; B gmstes fé%“/}%ﬁ ﬁgﬁf)‘%ﬁ

B | D (2) (3) 4) &) (6) (7
AERBHIEHY | EHa | #G HE e e 96 101.9
1 »A% | @G | &4 e - e 96 101.0
3xAR | #Eg | #E e - e 98 101.1
6 » A% | @G | BE e e e 96 100.3

(1) BEEDRFETDH Do

Q) WEr7a~ s 777 1« —  BRHERME OBERRI /LT ETZ Y =)D E—7 DR
FRFEN T D, 7o, REREO—HLZNZTNDOE -7 DEMBIART bV
BE 226nm A0 250nm AHEITRINORA 2580 %,

_6_



(3) EEME : RRT*# 1.05 OFEBEWEIL 0.3%LI T, ZNLSNDOMEL DFEFIEZ 0.1% LA
T EEVMEDEEHS 0.4%LL T TH Do

(4) SEY—EHER : HIEMEN 15.0%ZBZ 720,

(5) 1 77U

(6) 20 7fEl. 80%LALE (pHS5.0 FrfgigE#&E &’ 900mL. /¥ KWk, 75rpm)

(7) FBrED 95.0~105.0%

XRRT : 7V ET 5V —)UIThd 2 xR

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

O© 7))V Vo —FE®ROLZEEHER ?
aEJPRE : PTP ¥ — b
B  OImEITH I 2R EHER : 40£2C. 3 »A GEYY)
QIBEITH T L EMER | 2512 C/75+£5%RH. 3 » A GEY6)
tiTxd e MR 120 7 lux - hr/25°C/60%RH (20001ux)
ABRIEE IR, MR, RS, BB, EEHER. #E

SBEE Wk | sl | mmste | Do | EREE B
i vl @ | ® @ ® | ®
SBABIES s | me | we | 97 | 1010 | 52
OfE| 3,A® | @ | m& | @& | 96 | 1002 | 49
1,A% | @& | m& | s | 9 | 1001 | 38
oW 2,A®% | @& | m& | @s | 96 | 1006 | 34
3 A% BE BE BE 96 100.5 36
% 60 /lux - hr | @& B BE 96 99.7 45
120 5 lux « hr | #& BE BE 96 99.4 46

(1) BEORETH 5.

(2) EEYIE : RRTHK 1.05 OIBEWEIZ 0.3%LF. ThINOEL DEEWE 0.1%L
T, SEEMED & 0.4%L T TH 2,

(3) 1 9y LAPY

(4) 20 5318, 80%LAE (pH5.0 BB 900mL. /< F/LE. 75rpm)

(5) FRED 95.0~105.0%

6) BEfE

XRRT : 7Y B3 — U 2 R



O EAZRETOLEM SR Y

ABRIEAT

ORE I T DLEMHER : 40£2C. 3 » A GEX - ]ES)
QEE TN DLEMHER 1 252 C/75+£5%RH. 3 » A (&Yt - B0
@YtITxtd D EMEAER | #IRE 120 /7 lux - hr/25C/60%RH (2000lux « &+ —L+5
w7 (T78))
AERIEE ¢ MR, MR, RS, BB, EEHER. #E

SERIEE Mk | s | pEse | sese | wEsm | @E
s 1) ) 3) @) ) )
SR IR EE BE b it BE 97% 101.0% 52N
OEE | 348% | BraL | me | Bral | BeaL | BrEL | BEL
) \ Bt 1
1 nA% | Bl | ma | mal | Bl | Bl | e
\ ) ‘ B4t 1
@ | 27A% | L | @ | Eal | mal | stsl | 20
35 A% | BRL | EE | BAL | BaL | Bkl %‘ﬁlﬁ’)@
207 menl | Es | sl | Beal | Bl | sl
O*

1205 mnL | ome | msl | sl | sl | Zsl

(1) BEOETCH D,

(2) EWE : RRT* 1.05 OE&EME(Z 0.3%LA T, ZNLINOMEL DREFIEIL 0.1%L
T EERVMEDEEHE 0.4%LL T TH Do

(3) 1 7N

(4) 20 73fdEl. 80%LALE (pHS5.0 BrfkiE#H&E® 900mL., /¥ KWL, 75rpm)
(5) RED 95.0~105.0%

(6) ZE{E

XRRT : 7V ET 5V —)VITH 9 S R

ZEM OIS [§E5] - 7172V DEEERETOLZENFBEICOWT (BH) Frk 1l F
8 A 20 B ITEEEH S N/ SHERIEE OFHIEIE I > 72,



T7YETZSY/—)V OD #& 6mg [JGI
O foHzEs
TEFRE . PTP/7)VI¥o—a FEEFIAD)
B - 40£2°C/75+5%RH
BRI 6 » A
ABRIEE ¢ MEIR. TEERANBR. MOEEAEBR. SFIS—MBR. AIEEBR. BHHER. EEHE

ABORE |t | BEEEWR | MR | LT T | sl | T | EEPE
o’ D] @ | ©® @) (5) ©) )
SN | e | Ee | Ee e e 97 | 1020
1 » A% | BE | Ee | EA - e 96 | 102.2
3»A% | @S | BE | B - e 95 | 9938
6»A% | @S | BE | B e e 93 | 1007
(1) BEORETH B,

Q) WEZax 757 4 —  RERER R OEERR NG/ T VET I =IO -2 DR
RREA BT %, T2, BREBEO—RLZZNZTNDOE—T DENRIXARY VL
KE 226nm fHE& 0 250nm T 2RI DK 2588 .

(3) FERWE : RRT*Y 1.05 OEEWEIL 0.3%LUT. ZNLAOEL DREZEMEIE 0.1%L4
T, BRERWEDOEHE 0.4% LT TH D,

(4) &E1F—MHE  HIEMED 15.0% % B A 20,

(5) 1 57LAN

(6) 20 43/, 80%LAL (pHS5.0 BFfEEREER 900mL. /¥ F)UE, 75rpm)

(7) FTrRED 95.0~105.0%

XRRT : 7V BT —)Uizxtd AR R R

R R m AW IESHE (40°C. HHEE 75%. 6 #» A) OfER. BEOHEIETIT
BWT3FHLZETH D Z LRI N,

O 7))V Vo —FREROLZEEHER Y
aEJPRE : PTP > — b
AERSEM  OIREITH I 2% EMEHER : 40£2C. 3 »A GEY)
QIBEITH T L EMER | 2512 C/75+£5%RH. 3 » A GEY%)
@tiTxd 2 EM A  MEIEE 120 7 lux - hr/25°C/60%RH (20001ux)
AERIEE IR, MR, RREREUR. BHEER. EEHER. #E



SHEEE Wi | sl | mmste | Do | EREER B
s | @ 3) (4) (5) (6)
SEABHLAES we | o@e | e 97 1001 | 53
oRE| 3»A® | oEe | ma | @Es 95 1006 | 45
1 »A® | ma | Ee | Es 96 1001 | 38
oEE| 2+A® | @e | ma | @Es 95 1004 | 39
3 » A% HE HE BEE 96 100.6 35
% 60 Hlux - hr | &E& HEHE BEE 96 99.6 46
120 Hlux « hr | @& HE BEE 95 99.8 44

(1) BEORETH B.

(2) EEYE : RRTH 1.05 DIBEMEIZ 0.3%LIF. ZhSOEL DEEWE 0.1%L
T, SEEMEDEEE 0.4%L T TH 2,

(3) 1 9y LAP

(4) 20 5. 80%LAE (pH5.0 BEEEE®E 900mL. /< F/LE. 75rpm)

(5) FRED 95.0~105.0%

(6) BEE

XRRT : 7Y E75 Y — U 2 R



O EAFIRETOLEM SR ©

ABRIEAT

ORE I T DLEMHER : 40£2C. 3 » A GEX - ]ES)
QEE TN DLEMHER 1 252 C/75+£5%RH. 3 » A (&Yt - B0
@YtITxtd D EMEAER | #IRE 120 /7 lux - hr/25C/60%RH (2000lux « &+ —L+5
w7 (T78))
AERIEE ¢ MR, MR, RS, BB, EEHER. #E

B ik | susste | et | wwae | eEse | @e
s (1) @) 3 @ (5) 6)
BN we | m& | m& | 97% | 100.1% | 53N
OEE | 3x8% | ZuL | Ee | Zsl | Beal | Bl | Brsl
1 nRE | Zsl | ma | Esl | sl | mel | D
@8 | 2 2R | Bl | @ | Zal | 2l | Esl | EEDD
3#R% | ZftaL | ma | sl | Bal | Eal | SR
OO0 meL | oms | Zeml | Bl | sl | ZL
%
205 L | ome | #esl | BsL | sl | ZsL
() BEORFTH 5,

(2) EWE : RRT* 1.05 OE&EME(Z 0.3%LA T, ZNLINOMEL DREFIEIL 0.1%L
T EERVMEDEEHE 0.4%LL T TH Do

(3) 1 7N

(4) 20 73fdEl. 80%LALE (pHS5.0 BrfkiE#H&E® 900mL., /¥ KWL, 75rpm)
(5) RED 95.0~105.0%

(6) ZE{E

XRRT : 7V ET 5V —)VITH 9 S R

ZEM OIS [§E5] - 7172V DEEERETOLZENFBEICOWT (BH) Frk 1l F
8 A 20 B ITEEEH S N/ SHERIEE OFHIEIE I > 72,



TYVETZZY =)V OD #% 12mg [JGI
O foHz B
TEFRE . PTP/7)VI ¥ o—a FEEFIAD)
HERZRME - 40£2°C/75+5%RH
BRI 6 » A
ABRIEE R, HRREER. MERER. BAI—MSER. FEEER. BHEE. T2k

ABUEE | 1R | RREUR | R | Ll | mmRm | OO | ERDER
R B O] @ | ® @ (5) ® | @

sepiers | ms | me | @e | Ee w& | 95 | 1024
1»A% | B | Es | a8 - s | 94 | 1017
3»Ak | Es | ms | as - @& | 93 | 1010
6» % |Es | ms | Es | as @& | 94 | 1011

(1) BEDRETH D,

Q) WEZax 757 4 —  RERER R OEERR NG/ T VET I =IO -2 DR
RREA BT %, T2, BREBEO—RLZZNZTNDOE—T DENRIXARY VL
KE 226nm fHE& 0 250nm T 2RI DK 2588 .

(3) FERWE : RRT*Y 1.05 OEEWEIL 0.3%LUT. ZNLAOEL DREZEMEIE 0.1%L4
T, BRERWEDOEHE 0.4% LT TH D,

(4) &E1F—MHE  HIEMED 15.0% % B A 20,

(5) 1 57LAN

(6) 20 43/, 80%LAL (pHS5.0 BFfEEREER 900mL. /¥ F)UE, 75rpm)

(7) FTrRED 95.0~105.0%

XRRT : 7V BT —)Uizxtd AR R R

R m AW LR (40°C. HHEE 75%. 6 »A) OFER. BEOHESE T
IZENWT 3FHERETH D I EMERIZNTZ,



© 7V Yo —REER O E s &
AR PTP ¥ — b
B OREIINT 2 &EMHE - 40+2C. 3 A &)
QOEBEICx T 2 REEHE : 25+2C/75+5%RH. 3 » A GEYXY)
@NITr T D EEMREE RIBE 120 /7 lux « hr/25C/60%RH (20001lux)
HBRIEE MR, MEEER. FRiEEABR. WBWHIEER, T2, EE

SHEATEE WK | M | et | T | ERSE B
o n | @ 3) (4) (5) (6)
SEABHLAES we | o@e | oae 92 1001 | 69
oRE| 3»A® | Ee | ma | @Es 92 1007 | 76
1 »A® | ma | ae | Ea 93 1007 | 59
oEE| 2»A® | @e | ma | @Es 92 1006 | 65
3 A% | Ee | as | Ee 92 1013 | 61
oy |B0Flwcbr | me | @e | e 92 1010 | 68
120 Flux - hr | @a | @e | Ee 92 1006 | 69

(1) EEORSETH 2.

(2) F&YWE : RRT*K 1.05 OFERWEIZ 0.3%LI T, ZNLISOE < DFEEMEZ 0.1% LA
T FERVMEDEEHS 0.4%LL T TH Do,

(3) 1 7PN

(4) 20 1fEl. 80%LALE (pHS5.0 FrigiE#EE R 900mL, /¥ KUk, 75rpm)

(5) FRED 95.0~105.0%

(6) ZEE

XRRT : 7V ET 5V —)VITH 9 S0 R

O EEEEIRE TOZEEFER 9
B
OREICHT 2ZEMRER . 40£2C. 3 #A (B - BB
QOEE Iz T 2 ZEESE : 25+2C/75+5%RH. 3 » A GEY - B
ONiTxt T D REMSER - BIBE 120 /7 lux * hr/25C/60%RH (2000lux * &+ —L+5
v 7 (7%))
HEAIEE - MR, MESER. BESER. BHEER. EEREkR. BE



AERIEE 2N MEER | BHESER | BHERR | EEER B L

I (1) @) 3) (4) (5) ©6)
SHERBAR @e | e | @& | 92% | 1001% | 69N

OWE | 31A% | Brl | EE | Bkl | BaL | Bal | Zal

1R | sl | Ee | Zal | Zesl | zsl | ZERD
OEE [, 5% | mitrl | ma | il | Bal | Bkl | Bkl

3nA® | BaL | @a | Bal | Bal | Bl | Btal

0% menL | s | Efel | Zal | Bl | Zsl

@

LO05 menL | ms | Bl | Zesl | Bl | Esl

(1) BEORFETH D,

(2) EWE : RRT 1.05 DE@WEIL 0.3% T, ZhLSOEL DEGMWEL 0.1%L
T. BREMEOEHE 0.4%LI T Th 2,

(3) 1 43LAP

(4) 20 538, 80%Lh L (pH5.0 BelE#EE R 900mL, /S KL, 75rpm)

(5) FRED 95.0~105.0%

(6) BE(H

XRRT : 7 U B75 ) — ) UcHt A R

ZEM OIS [#EA] « 717 2)VAIDESERETOLREHBIEICOWT (BH) Frkll F
8 H 20 HI (TEEH = N7z SeABIEE DFHEEHEICHE > 720

T7YETS/—)V 0D #% 24mg [JG]
© fEzRER 10
TERE . PTP/7 )V o—a FZEFIAD)
AERSE 1 40+£2°C/75+5%RH
AEREIE 6 4 H
HBRIEE MR, WEREER. MEEER. WA MR, FREEER. BHEER. 2R

ABURE |t | RSV | MU | L T | HEEUR | Do | ERPR
B & | | @ 3) (4) 5) ©) 7)
SEABES | Ee | Ee | EA e e 94 | 1026
1 »B®% | Es | Ee | as — e 91 | 1016
3HB% | Ee | Es | Es — e 90 | 1019
6»B% | Ee | Es | Es e e 89 | 1016
(1) BEEOFSETH .,

Q) WE7ax F 757 4« —  FRNERNE EEBER» /LTI ET I =)D E—27 DR
RSN — T D, oo REBHEO—BLIzZhZNDE -7 DEIMNRINART bV
BE 226nm a0 250nm AHEITRINORA 2580 %,



(3) EEBMWE | RRTW 1.05 DEGWEE 0.3% L. THLISDEL DIEEWEZ 0.1%L
T, SEEMEDEEE 0.4%LF T2,

(4) SR —HERER | HIEEH 15.0% 2821,

(5) 1 9y LUPA

(6) 20 9. 75%LIE (pH5.0 BeBsEE g 900mL. /$ KL, 75rpm)

(7) FRED 95.0~105.0%

XRRT : 7V E75 Y — Uk AR R

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

O 7V o —HEBRORE MR 1V
R PTP ¥ — b
B  OREIINT 2 &EWHE 1 40+2C. 3 A &)
QEBEICx T 2 REEHE : 25+2C/75+5%RH. 3 » A GEYXY)
ONITH T > EEMREE RIBE 120 /7 lux « hr/25C/60%RH (20001lux)
HBRIEE MR, MEEER. FRiEEAER. WHIEER, T2, HE

SHEATEE WK | dEa | et | T | ERSE B

o | @ 3) (4) (5) (6)
SEABHLAES we | owe | Ee 94 999 | 59
oRE| 3»A® | @e | ma | @Es 93 995 | 63
oEE| 3,8A% | as | we | Ee 93 994 | 52
®% |120Flux-hr | @a | @a | Ee 92 994 | 55

(1) BEDRFE TH Do

(2) WE : RRT* 1.05 OE&EMEZ 0.3%LA T, ZNLINOMEL DREFIEI 0.1% L
T FEERVMEDEEHE 0.4%LL T TH Do

(3) 1 7N

(4) 20 73fdEl. 75%LAE (pHS5.0 BrfkiE#& &’ 900mL, /¥ KWL, 75rpm)

(5) FED 95.0~105.0%

(6) Z&1E

XRRT : 7V ET 5V —)VITH 9 S R

O EAERETOREN AR 12
AR
ORI DZEMHER : 40£2C. 3 » A (B - JEE)
QBT DLEMHER 1 25£2C/75+5%RH. 3 » A (&Yt - B0
@YtITxtd D EMEAER | #ERE 120 77 lux - hr/25C/60%RH (2000lux « &+ —L+Z
v 7 (79))
AERIEE IR, MIESURR, RREREER, BHEER. 25, #E



SBIEE MR | MU | R | wbath | EEAR | BE
5 (1) ) 3) 4) 5) 6)
SABRBIILHS we | Ee we | 94% | 99.9% | 59N
OWE | 348% | Bzl | @ | Bal | Bal | Bal | Bal
@EE | 32A% | Zlal | #& | sl | Zal | Zeal | ZEE
@k | L2007 | minL | me | Eal | Eal | Eel | Esl
(1) BEOFECTH 5,

(2) ZEYE : RRT*# 1.05 OFEBEWEIL 0.3%LI T ZNLUSNOMEL OFEZFIEZ 0.1% LA

T EEVMEDEEHS 0.4%LL T TH Do
(3) 1 77U
(4) 20 73fEl. 75%LAE (pHS5.0 FrigigE#&E &’ 900mL. /¥ KWk, 75rpm)
(5) FrRED 95.0~105.0%
(6) ZE(E
XRRT : 7V ET 5V —)VIThd 2 xR

ZEMDFME [§EH - 717 )VAIDEEERE TOREMFHBRIEITONT (FH) Fakll &F

8 A 20 B IZEEEH S Nz FHERIEE OFHIEIE IR > 7z,

. ARERUBREDREN

B2=19224%

.l EDEESZEE (IRLFRIR(E)

ZUER 2L



7. Bt

(& HZE) O E%& M L OSELIM]

T7YVETZ/—)VOD #% 3mg [JG] ¥

[MBREZEDOEMZNEEERBES 1 P T4 VFO—ERIEICTONWT (FEREEH 02295 10
5 W24 2R 29 H)] K€D,

FEAE | BREFR —REBESRBHEERE ONRIVE)
pH1.2 | BAEEA BHEERSE 1 %’
50 pHb5.0 | 7z Mcllvaine DFEER
rom
. [O]85 %/ Eh B TR P pH6.8 | BAEEFS BHEAES 2]
FRERSE
7K HAEFR BEK
100rpm | pH5.0 | &7z Mcllvaine DFEER
HERE  900mL  EEREIE 12 Xy )b
I Wihko7a~x S5 7 4 —
IR
Eﬁ% B L
PHL.2 | sgeasmuziss 15 5y LIPS 85% L HEHT 27, i, 15 92sld
pH5.0 5 i BREIH D VS R HMEHERIR D SEIEHE + 1 5% DEH 1T H 5o
TEHERIFARE X N7z BRI 1T B 1T BB HERD 1/2 OEHEEBEH
H6.85 KT EYEEE, FRE S NI B0 T, #HEREF DE
50 pHb. B R HMELRERIF| DB R+ 9% DEH I2Hh Hh. YT £2 B
DIEM 53 DI ETdb 5,
FEHERIKIARE X N 7/2 BRI 1T B 1T DB HEKRD 1/2 OEHEBEH
1 RARTEMUARES, ROHESN-RBEREIC BT, RERE0D T
B HRHDMERERIZ| DB R+ 1 2% OEIFICH D, i £2 B
DB 46 DL ETH 5,
100 HE5.0%2 EREIAID 15 AT 85% A FEHT B0, Xid. 15 Ficklt
plio. 5 i EREIH| D VS R HMEHERIR| D S EHE + 1 5% DEH 1T H 5,

X1 BUE S NTEABRIFEICH 1T SIHIEHED 1/2 OIEHZTR 2R I @Y RFRD 15 775k
W ChoTzlcd. A BT NHRENHIERERZ 15 0 & Lz,

X2

A4 RI4 2 DRIV, 100 OER TEES NS HEBEEICE W T, /Y FVE, 50,

75 OERDBEHEER T 30 7 DAPITERHERIA], FHEREA] & & 1T 85% L HEHT 05
NIV 100 EEOEHERER ZEIEL Th L] EEESNTND I b,
100rpm D HERER ZEHE L 72,

Ay
=~



- FBRIGR

(50rpm. pH1.2)

(50rpm. pH5.0)

1 85%LA EEH L THD. A1 FF1 2 DH
ERMEITHEEG LTz,

100 | 100 +
80 + 80
S\? 60 S\c: 60
% 40 =40 |
o0 | —o— 7Y¥FF/—LOD#3mg [JG) %20 | o 7YETF/—1OD#3mg [JG)
0 e EEMA (ORARISESE, 3me) 0 e MMWA (DRFSIRGE 3mg
0 5 10 15
0 5 10 15
B (59) R ()
HERETH S 15 Hch T, SBRUAAT | HEHSTHS 15 DT, HBRUAINT

3 85%LA HEH L THO . A1 FF1 2 DOH
TERMEITHEE LTz,

(50rpm. pH6.8)

100
~ 80 —o— 7Y ETZ/—)LOD§E3mg [JGJ
o
1> 60 e EmEESIA (OMEPIHESE. Smg)
3 40

20

0 & ‘ ‘ ‘ ‘ ‘ |
0 60 120 180 240 300 360
B (99)

(50rpm. 7K)

—o— 7V ETZV—)LOD$E3mg [JGJ
—eo— RHERA (DENAIESE. Smg)

0 60 120 180 240 300 360
ke (99)

HIERR TH D 15 30 360 7312HWNW T, 3
BREUH D V8 H R N IZERIE| O B R
+9%DEHIZH D . HA RT41 v DHEEEE
IZ#EE U7z,

HERRTH S 15 0 K0 360 FTHNT, &
B A O SEITVE H R DR MERLA D I HH =R
+12%DEHENTHD . {2 BIKDMED 46 K
WTHO. 1 RI4 OHEEREITES L%
733‘97‘20

BEHEEOELMEDHE (FEEHE)

TEHER (%)
[O]ERAL BN Y ERFE YEE ] B i w
RER WG ; | KBS e
(rpm) (min) (ORENERESE. | (FUE TS5 =)
3mg) OD #& 3mg [JGI)
pH1.2 15 99.4 103.3 e
pH5.0 15 95.8 85.4 EE
15 16.9 8.5
pH6.8 e
50 360 20.5 16.3
15 478 19.4
7K 360 78.4 46.4 —x
2 BAD{E : 24

D
i
-3
W
i




« iam

TRERIA & BREA DB R 2 IR U7z & 25, 50rpm DK DFHEBRFEHITENT (18
FERmDEMZNREABRS 1 BT 2] DHEREITEE L T\,

IKIZHBNT D AFHERA & BB OB HEE N R LR ORI RERH & U T, FEERAIIEHE
Z PRI T UBHPNTGIIEENTED, JBREARI TN ZES LRV TH L ENET
HNDo KITIFEEREN W2, WHFITHEIT L7 TV BOBEIZIDBLHEHCHEST LI L
DRI NTND, 2B, [BREERBOEMZNREEHEA 1 FT1 2] D Q&AITE K
IZENWTDOAFHERA & HBREA DB HEE N R DRPHRERZR T 2 LT, Kekkn/zat
BRIR COEHBBRRERIC X DBHEHOFI 21T > TIW] LEHEHSN TN D,

INHDZ s 50rpm DIKZBRW /S HABRSRA TOEPMEDHIENTIREL 2D | HIERHE
MIRNTGEEGL TWD Z b, BREA & FERF OB HES OBLMEIER S N7z,

TYETZ =)V OD # 6mg [JG] ¥
[BREZERDEYZHEEEABET A FTA FEO—HREIZONWT FiK2 BELNELZLE
OERAI O ZRESENGERAT 1 R o1 > CFR 242 A 298 EEEEHR 02295 10
B)] 12D,

- BRHERIE C YU ETZY —)V OD $ 3mg [JGI

« ALFZEEEKYE © B oKUE

HESE | HARERS —MEBREELEBRE OSNNE)

pH1.2 BASEET SR 1 )
50rpm pH5.0 H¥ 7= Mcllvaine DIEER
O8R5/ ER B pH6.8 BASEET SR 2 )
K BAREET BEK
100rpm pH5.0 7z Mcllvaine DiEEWR
FBRRE  900mL BRI : 12 Xv )b

aitE | RiEZax 5T 40—

ARG

. H|ERE
oy | R R
(1) FHEEHR
pHI1.2 SKERBIAIAS 15 53 DAPIC T4S 85% LI EEHd 2, XU 15 902 h
13 2 SRERBUH ) ST AEE H SR A VEHE SR D SEASVS HE SR + 1 0% D il
%éo
(2) X DEHE
pHS5.0 SERSUH D IIIEHE+ 1 5%DEFEEEZ 550 12 fEd 1 FEL
50 TC. +25%DEFZEE 55 DA,
(1) FHEHR
$HE XN BRI BT, SBREHI 0 TS H SR HVEHESIE 0
H6.8 SPAEVE R + 6% DEFIZ 2 Do
pHio. (2) & DYEHE
SHEASUF DTAGVE R + 9% DEF £ 82 55 DA 12 Ed 1 L
TC. +15%DEFEZBEZ 5 H DI,




oy | s R
(1) PR
BB S BRI B0 5 TSGR0 1/2 D43
T il o e T R L
- X RIS SR DB + 6% DRBIC 5 D 1, Y
& 2 BIEDED 61 DL ETH 5,
(2) 4 Dt
SRR DTS+ 9% DR £ A 6 D 12 B 1 L
T, +15%0MEEEAD &N,
(1) PR
SUERLALDS 15 HLIKICTE 85%LLESINT B, XUE 15 9108
17 % BRI T I A YRR D A 5K + 1 0% DREBRIC
100 | pH5.0% 2,
(2) B2 Dt
SUEBRAI TSI + 1 5% OREIEBA D O 12 B 1 fELL
T, +I5%DRBEEMEA D HONEL,

XAA RTA 20T [73R)VE, 100 [EEs TEMBITNZ FHEREICE W T, /S RVE, 50, 75 [
ERODVEHEER T, 30 7 DAPITEHEERYA . SRBRELA| & & (T 85% LA LB T 2856, /Y RIV
% 100 EEOEHEEBRZEBL TH LW LR INTNWSZ s, 100rpm OFEHHER
2B 72,

- SRR

(50rpm. pH1.2) (50rpm. pH5.0)
100 L 3 —e 100 +
80 + 80 |
) &)
S 60 S 60 |
B 40 %40}
s 20 | /—o— 7UE7F/—LODs6mg [JGI 820 | /o 7vE75/-10D56Emg G
— e |7V 75/ —LODSE3mg [JCI ) 0 —e— BRIV E7'5Y/—)VODs3mg [JG )
0 ‘ ‘ ‘
0 5 10 15 20 25 30
’ ° B (90 v o E ()

HERRTHD 15 N T, AABREAEINT | HIERRTHD 15 TN T, ABREA D
1 85%LAEEH U A R T4 »OHERE | HIEHRIEERAONIIEHE + 1 0% DEH

IZEE U7z, WHO, HA R4 OHEREIZES Lz,
(50rpm. pH6.8) (50rpm. 7K)
100 + 100
2807 $ 80 71U E75—LODst6img [JGI
e S5 —)LODSH T QS —o— 7! y /= _
o 60 | o ;é@gu(% E{;% ‘/gn“g) Dﬁm ) . 60 —e— AT ) 75/ —LODgE3mg G )
240 | 3 40
T 20 | 20 lpeseoso 00—
0 -J! L L L L L ! 0 ® | | | | | ]
0 60 120 180 240 300 360 0 60 120 180 240 300 360
B (49) B (49)
HERRTH D 360 7ITHNT, HEHFD | HIERKRTHS 5 3KV 360 i\ T, |

SESE HER D EE R D SEIFVE HER £ 6% DE | BREAEI DI H DR MERIF O SEIF ¥ H K
BIZH D, A FT71 CDOHEREITESG Uz T6%DEMITHD . A1 RIA4 > DHEEE
CZi@ébf:o




BHEHORIEMEOHIE (HIEHKR)

TVEHE (%)
OD #& 3mg [JGJ) OD #& 6mg [JGJ)
pH1.2 15 103.3 103.9 HE
pH5.0 15 85.4 81.3 HE
50 pH6.8 360 9.7 85 HE
B 5 9.4 125 e
360 23.3 23.4
EHEBORSMOHE (BL DEHIE)
: o B2 DEHE (%)
Eﬁ% Al | e i p | TR LOE |
pH1.2 15 102.6~105.1 +15% : 0 8 &
- pH5.0 15 80.2~82.7 +15%@: 0fE | A
pH6.8 360 8.1~9.0 0% 0 | Ee
7K 360 21.5~25.2 +9%#8 : 0 1@ EHE

BRI & FERA OB HESORSEMZHE L2 &L 25, WINOHEBRFITEWTE B8
PR LEOBEERAOEMFRIEEFEST A BT+ 2] OHEREITHES L T,
PIEL D, mEANSENFRICEE & ARSI,

T7YEZZY/ =)V OD #% 12mg [JG] ¥

[BRERRDOEMZRNREHABRT 1 R T A FEDO—ESUEIZDONWT  Hli 2

SENRRDRE

OEFEEA O EMFRREEHBRAT A FT 1> CER24F2H29H EAFEEH 0229% 10

)] ATHED,

. EYERLE] . 7 Y75/ —)b OD $ 3mg [JG

« WUSEEEKHE | B /KiE

HERSE | HAERS —MmEBREREEEEE 0NNV
pH1.2 | BAEEY BHHEES 1K
50rpm pH5.0 | #®7z Mcllvaine DEER
3 [OlER %/ GBI pH6.8 | BAEET BEHHESE 2 )

BRI
7K BAEFG BEK

100rpm | pH5.0 | &7z Mcllvaine DEER

FBARE : 000mL BR[O - 12 Xy k)b

SN |k ax TS5 T 10—




- plERE

oy | s e
(1) SFEHGaHIss
pHI1.2 SERSUAINY 15 53 LIPS 85%L LYEHT 7, Xid 15 21
F BB D ST A S D TGV + 1 0% D EEE I
%60
(2) {4 D¥sH=
pHS5.0 SHBRELH D ISR + 1 5% DEFZBA 25 DH 12 fEdh 1 L
50 TC. £25%DEFEEBA D bDAEN,
(1) SIS
pH6.8 HRE S N BRI 5\ T, SBRIYHI D TIVE SRV HE B )
TAIVEHIE + 6% DEFI D Bo
(2) % D¥EH=E
X SERELH OISR + 9% DEIF %8 % 5 b DAY 12 [ 1 L
TC. +15%D&EEMBA D EDH,
(1) st
SEABUAIAY 15 5 LIPS 85%DL HYEHIT 27, Xt 15 431
\F BB O S e AR D T SR & 1 0% D EEE I
100 | pH5.0% %%,
(2) % D¥sH=
SBABA DAV R + 1 5% DEFE A8 25 DA 12 @ 1 L
TC. +25%D&FEEBA D EDH,

XAA RTA 20T [73R)VE, 100 [ElEs TEMBITNZ FHEREICE W T, /S RVE, 50, 75 [
ERODVEHEER T, 30 7 DAPITEEERYA . ERBRELA| & & (T 85% LA LB T 285H. /Y RIV
% 100 EEOEHEEBRZEB L T LW LERFINTNWDHZ s, 100rpm OB HHER
2B 72,

- FBRIGR

(50rpm. pH1.2) (50rpm. pH5.0)
100 + 100 L
= 80 + 80 |
< 60 60 |
E(Jrg 40 ﬁ 40 |
20 L —o— TUETS—)LODsE 2mg [JG) oo L —o— TUETZ/—)LOD$E1 2mg [JG)
0 —e— BEII(Y Y E7'5Y -V 0DsE3mg [JG ) 0 —e— BT ) 75>/—LODs3mg [JG) )
0 5 10 15 0 5 10 15 20 25 30
e (59) e ()
HERRTHD 15 7ITHN T, HEBREEFINDE | HIERRTHD 15 7ITHNWT, HEREA D
19 85%ALEH L. /11 R T4 > OHERHE | EHRHRERF OFPFEHE + 10%DEiH
IZHEGE LTz, ZHOD. A RI74 2 OHEREITES L7,




(50rpm. pH6.8)

(50rpm. 7K)

SEIE HERDMEHESRIE O EIFEHE 6% D&
FlchHO., HA1 RI74 OHEEEITEE L2,

100 + 100
g 80 80 |
& 60 —o— 7UETZ/—)LODsE1 2mg [JG) Q
M T e M7 /S —)LOD§E3ME [JG) ) S 60 - o FULF5U—L0ODII2mg [JG)
3 40 8 40 —e— EHEH|(T Y ¥ 7S5/ —)LOD$3mg [JGI )
H
20 i@ 20 |
0
0 60 120 180 240 300 360 0 ‘ ‘ ‘ ‘ ‘ ‘
B5RE (4)) 0 60 120 180 240 300 360
B (5
HIERRTHD 360 FITHNWT, HEHAND | HIERKFR THD 360 72BN, EREAID

SEIE HRDMERERIE O SEIGEHE 6% D&
FIchHO. HA1 RI74 DOHEEEITES LT,

BHEEDOREMEDHE (FEEHE)

TEHHE (%)
OD #& 3mg [JGJ) | OD#& 12mg [JG))

pH1.2 15 103.3 102.4 =t
50 pHS5.0 15 85.4 80.2 EE
pH6.8 360 4.9 4.7 EE
K 360 8.4 11.0 e

BHEBORSEOHE (B2 DEHHE)
o | s | TR 1i;ﬁ§i§$§) TIEHEL D% | HE
PH1.2 15 1009~1034 | +15%@:0@ | @&
50 pH5.0 15 7'71.8~82.0 +15%i : 0 1@ HE
PH6.8 360 45~49 Co%E: 0 | s
X 360 8.9~117 Co%E: 0 | s

. K

SBABUA L A BHEDORBAHE L7z L 25, WTNORBRHIBN T (48

MR HRE OB EA O EMZNEEMSARA A FZ 1 ] OHEREITEE L T\,
PEX O, mBANIEMZRICEE ARSI N,



T7YETZSY/—)V OD #% 24mg [JG] ©

[BRERRDOEMZRREEABRT 1 R T FEDO—ESUEIZDOWT  Hl 2

BENRRDE

OEEZEA OEMFRREESABRAT A FZ 1> CER24F2H 298 EAFEEH 0229% 10

)1 KD,

- BRERIA] YU YT S5 —)V OD #€ 3mg [JG]

« QLA EEIKHE © B /K¥E

BT IR

BHARET

—fRFABREEHERRIE (N RIE)

ARG

[OlEs £/ BRR

BAFET BB 1R
pH5.0 | #¥7z Mcllvaine DFEER
pH6.8 | HAEFYT EHHEE 2]
K BARRTT FEEK
100rpm | pH5.0 | &7z Mcllvaine DREER

pH1.2

50rpm

AR E : 900mL

EEROIEL : 12 Ny

IR

BE7ax b 757 14—

- HIEHEE

[k g4
(rpm)

AR

R

pH1.2

(1) HgEH=R
ABRELA Y 15 3 LIPS 85% A E¥EHI T o8, XUE 15 TH
(F % BRI D AIVE H R HDIRHERIF O A R £ 1 0% D &
2 %o

(2) E& DR
EBREA DOGE LR L1 5% DEHZBZ 20 DA 12 fE 1 18
LAIT T, £25%D&EHZEA 55 DM,

50

pH5.0

(1) HIEEH=R
ERHERIAI DN DT 60% 52T 85% & 72 D72 K IT L)
T, ABREA] O IE HRHRERIF] O IE HER 1 0% D #iFH
ZH2m, Xid 12 BIBDOEN 50 L ETH Do

(2) R DR
AEBREAI DTGB R L1 5% DEHZEZ 50 DA 12 fE 1 8
LI, £25%D#EHZE8Z 5% DH2,

pH6.8

7K

(1) =R
RUE S N7z BRIEEIC B W T, SBREAI O S R AREERIA| D
IEHR L6 Y% DEHIZH Do

(2) & DR
AR DO TIIE R L 9% DEHH =B A 26 DA 12 @+ 1 ELL
T £15%DEHZHEZ 25 DA,

100

pHb5.0%

(1) FEEH=R
ABRELA DY 15 57 LINITES 85% LA EIEHd S0, X 15 7312H
Lii%ﬁ%ﬁ%’—iﬁﬂ@ﬁﬂ?ﬁﬁ$b§ﬁﬁﬁﬁﬂw$ﬁféﬂj$i10%@%@
IZ#H %0

(2) iR DR
AEREA DB R+ 1 5% DEHZEB A 50 DA 12 @+ 1 @
AT T, £25%D&EHZMZ 5H DM,




KAA RZA 42 DIR)VEE, 100 Bl TEME I XE HBRBREICHNT, 7SR)Vik, 50, 75 @
ERODIFHHER T, 30 D LINITERERA], FEBREA] & & (27T 85% L LI 254, /SR
% 100 BEOBEHFBR2EIB L T X ] EHINTNWDZ s, 100rpm DFEHHER

ZEIE L 72,
- HBRER

(50rpm. pH1.2)

100 |
80
< 60
% 10
Moo | /o 7urrsv—nopszimg G
0 —e— EERR(7 U 77— 1L0DsE3mg [IG] )
0 5 10 15
B (59)

(50rpm. pH5.0)

100
80 ¢
S 60 |
%40 |
oo L —o— TUETFV—)LOD§#24mg [JG]
0 — e ST U 75 /—LODsE3mg [JGI )
0 15 30 45

FE ()

HERETH S 15 e H T, HBRBAHT
¥ 85%LAEHBH L. /71 FIA DY ERYE
62@%1\/7‘20

HERRTHD 10 K0 30 iz, 3
BREUHI 0D SEHFE H R HVEERIFI O ST HE
+10%DEHEIZH D . H1 FT1 >V DOHIEEHE
ZEE L7z

(50rpm. pH6.8)

100 +
Q 80
% 60 o 775U L0D24mg [JG)
340 | —e— BENA(TUETZ/—LODEEME [JG) )
xa
20 -
(W 222 = = 0 —— L = — |

(50rpm. 7K)

100 +
~ 80 |
S
I 60 1 —o— TYETS/—)LODs24mg [JG)
3 40 | e EEEN(TYETS/—)ODSmg [JG) )
% 20

O eeee—e—0o—6—o—e—9

IV R DERHERIA D IS R + 6% D&
BicHD. HA FT1 DOHERETHES L7,

0 60 120 180 240 300 360
0 60 120 180 240 300 360
Rifdl (97) R (4))
HIERETHD 360 DITHWNWT., HREBEEFI O | HERESTHD 360 7ITH N T, REREIF D

IV R DERHERIA D TGS R + 6% D&
BHicHD. HA FT1 DHERETHESG L 72,

BHEHORIEMEOHIE (HIEHE)

SEEEHE (%)
[a] kT s pEavE HE R R fE e | SHERSIH] e
RESRIL . b I |
(cpm) | TR (min) FILTS I | FueTs— | E
OD #% 3mg [JGJ) | OD# 24mg [JG))

pHI1.2 15 103.3 102.0 B

10 66.0 63.9
pH5.0 e

50 30 88.1 86.2
pH6.8 360 2.6 2.6 EE
7K 360 2.5 4.0 EE




10.

11.

12.

13.

14.

BHEBORSEOLE (B DEHE)
3 e BR DWEHE (%)
Eﬁ% Al | Y TSR 0E | HE
pH1.2 15 99.7~103.5 +15%@: 0 | &
., | pHS 30 84.8~87.3 +15%@: 0 | Ea
pH6.8 360 2.5~2.9 0% 0fE | EA
K 360 38~4.1 0% 0fE | EA
b

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

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

PIEXD ., mEANSENFRICEE & AN,

EMPHIEERE
G102

SRIPO BRI DRI

WBiEkr7ax 7574 —

SRIPOBMMIDEE

Wtk O~ 5T 4 —

pa L
B=19224%

AT ORI D H D REEY)

) =2V

ERDWELRESS « SMENHREBEEICE T DER

B=10244%

ZDfth
ZHELWN




V. BEICEIHIEH

1. WEEX(IEHR
=B Lnd
BHRMEREE T 3T D EERDRE

2. RiERUHE
MERIIE
BWE. RAIIETVETS Y —)Lbe LT 1 H6~12mg #BBHE. 1 H 6~24mg ZHHHEL
U, 1O 2 @iy TROKSE T %, kb, Fn, ERICX OBEEERT 5723, 1 HEE 30mg
ZBZIRNT &,
BRI REE 12 35 1T D ERER D
BWE, RARZIETIVET S —)e LT 12~24mg = 1 H 1 EROKET 5, #H. FRBHAER
24mg & L. Fn, ERICEOBEEEET 2. 1 HElE 30mg ZBA W &,

(% - FRICEET BERLOEE)

| SUREILE
| RAIERAREITET 5 2 T 2 BRI AET B0, 2 EHLUNICERLAVL D EAZE LU,
 GAKTEDES

(D) FFOESBEIBERNRE 2D L5, BEZ L ICHECERLANSRHTHI L, (8|
BT & DR DERIGRI SN THR) §
(2) DT HEHRED S AFICEET 2EEL 0 b, FRARBEDBBLMET 2EET |
BERIATE L D3\, 0k > BEETIRE D EEICEREEEL b s 8w |
ER RN §
WBHEBEICHIT DIERDBENRS |
BEROHE L 725AI0E. ARORSHEDEZIC OV TR L. AFZBREBELANE |
SEETDHI L, i
| ORAEESROHDEREIE
| AAIS OB CREPDCHIET 2 2 L SIBEOHA (KixL) TR TH 205, DR |

o DIRINT & O ZhERFEH 2 1R SHFI TIERW 2, FRERIIERR X IZK TRAAL Z &

1
1
[}
I
L

3. ERFRAIE

(D) BRF—S I\ 7 —D
BRAFRI 3 L

(2) BRSNS
LR L

(3) ERFRIEIZELER
BT L

(4) RIRUIEER
LR L



(5) 1REEAVEHER
1) BIEALIL{TRERSEER
ZHUERZ L
2) LEEEHER
BRI L
3) R MEER
FZHBERL
4) BE - TRRERIEER
ZHER L
(6) BEHER
1) EFAMRERE - S EFERAMERE (ShIRAR) - RSIRFERIRKRGER (MIREERKGIER)
ZHER L
2) EaREfF & UTCERFPEDAB XIS E U TR EROBIE
B2=192/4%



VI. EFEIEBICE I DIRE

1. FEZNICEEH DILEWMRIILEWEE

FI32HE. JIFTEYTINIVEEE. oY R—)u, URARY Ry, B S5 3 ViEfRE,
Iy, rza)lraxy UEmE. fRuaAa VigigE,. Jatrot) ., Jadey 2

2. E1B{ERA
(1) {EFRERMI - Rt

TIVET IV —)d, R0 D, REGES T T=A M TH 5, BWHNTR/NI VKRBT
SNTND & Z TIIFIRIT, DEBUIERFICIIIEERICER L. PN UHRERZ2LZESHE D,

5-HTy ZBHT ¥ T=A MERAB LU 5-HT ) REGE DT T=X MEAZHEHD, 17
(2) EN7=E(H T DElERALIE

B) =2V
(3) 1ERARAIREGR - #mlsE
FZHEERZ L



VI. EYEREICE T HIEE

1. MEEDHER - BIEE
(1) iaR LB mPiRE

B) =2V

(2) &R MPEERERRE
EEMAS T (ERBEEOERS)

(3) ERFRERER CHEER S NIcMiRE
(EM2HIEEERBR] &
[BRERROEVZNRENSABRAT A N 51 VEDO—EREIRDWT (Fi24 52 H 29 H
i HEEEFR 02295 109)] 1T/,

1)7k CHRF

A= ’E5&8 B’E5HE n Tmax (hr)
3mg [JG) 1 5%
mg 7K 7 U CHRA 23 3.5*1.6
(Mean+S.D.)

TUETZ) =)V OD # 3mg [JG| LEERAZ, 70AF—N—EHIZIDZhZh 1 i
(TVETZYV—)be LT 3mg BEMASFITK 150mL &HTHEAERELOIE S L T
FREZLAREZHEL. §oNnFEMENE/ T X—5 (AUC, Cmax) [T2\WT 90%EHE
XRERE T CHtat##T 24T > 72 /55K, log (0.80) ~log (1.25) D&EEWNTH O . HAIDEY)

FRREUEVER S N7,

10

WEE < — NN S BRRE
u

0

—o— 7Y ¥7/7V—)LOD$E3mg [JG]
—o— (EEERIA (OENAREESE. 3mg)
Mean=S.D., n=24

024 8 12 24 48 72
B 5% ORRE (hr)




<EWENEE/ ST R — 4 >

HIE/NT A= SE/INT A=
AUC 1 Cmax Tmax T
(ng-hr/mL) (ng/mL) (hr) (hr)
7YY =)L OD #&
3mg [JG) 573.8+125.4 | 17.19£3.65 2.1+0.7 56.3t17.7
RHERIA
(CREPAESE. 3mg) 559.3+126.5 | 16.28£3.54 29+14 53.5+17.2

(Mean=+S.D.,n=24)
MEFFRETNT AUC, Cmax FD/NT A —F 3, #HBEDER, HAROKROL - KEED
FHERRMT L > TR DO D D Do

<[FEMEDHIE-ER>
AUC .75 Cmax
2 "R D DE log (1.0252) log (1.0540)
90%EFEXE] log(1.0011)~1og(1.0499) | log(1.0099) ~log(1.1000)
2)7K7%z L CHRFA

TUETZ =)V OD # 3mg [JG| LEFEERAZ, 70AF—N—HIZIDZhZh 1 5
(TVETZYV =) LT 3mg) BEHMABFITKA L CHEROKEO#S U TIMERFRZEL
FREZHEL. Son/EMEe/ 7 X -4 (AUC, Cmax) [Z2W\WT 90%EHEXEREIC
THEEHEIT 21T > 72455, log (0.80) ~log (1.25) D&FEWNTH O . WAl DEMZEHIFEE
MR SNz,

(ng/mL)

25 ¢
% 20 | —o— 7Y ¥7S7Y—)LOD$E3mg [JG]
A —o— EMEBIH] (CIFEMNARSESE. 3mg)
’7)0 15 ¢ Mean=+S.D., n=23
7
710 |
!

024 8 12 24 48 79

HE5% O (hr)




<EWENEE/ ST R — 4 >

HIENT A= SENTA—F
AUC7, Cmax Tmax T
(ng-hr/mL) (ng/mL) (hr) (hr)

7YY =)L OD %

3mg [JG 537.3+£95.8 16.11+3.40 3.5%1.6 45.3+16.8

TR RIA]

(CIREPNRREESE. 3me) 529.0+107.6 | 15.67%+2.50 3.3£1.3 47.4%+16.3

(Mean=+S.D.,n=23)
MEFFRETNT AUC, Cmax FD/NT A —F 3, #HBEDER, HAROKROL - KEED
HEARMIT L > CTELDAREMD D D0

<[FAEEDHIERER>
AUC .75 Cmax
2 -AN DI D= log (1.0200) log (1.0199)
90%EHEXFH] 1og (0.9718)~1og(1.0707) |log(0.9573)~1og(1.0866)
(4) =1
FZHUER L

(5) BE - HAROXE
VI Z2tt (ERAEOERSE) [TBEd2IEE - 7. HEfFA] DESR
(6) B&EH (REa1L—23Y) BRICKDHRUICENFABREEEER
ZHEER L

2. BYBRER/NS A -5
(1) BB 73E
FHERR L
(2) RIEREELS
FZHEER R L
BYNAAPRAISEUT «
B) =2V
(4) HREEEH
fREERASE ¥ GEEHORECES)

A& 58 BETE n kel (hr?)

FUYETS5)—) 0D & 7K CHRH 24 0.0134%0.0039

1 8%
3mg [JG] K7z U CHRA 23 0.0170+0.0052

(Mean=*S.D.)
(B) TIPSR

ZEER L
(6) PTBE

FZHEER R L
(7) MIREBFER

FZAUBERR L



3. DRUN
FZHERZ L

4. 53t
(1) M —AxREPEE
FZHEER R L
(2) Mm% — e ERRAFT @B 1
VI Z&M (EALOTEES [T SEE - 10. @ik, ERE. RARENOKRS] ODESHR
(3) EitN\DBITiE
VI Z2t (EALEOERESE) [TBEdDIEE - 10. ik, ER. RAFEOKS] DESHR
(4) BERNDBBITIE
B) =2
(5) ZDfthDEBANDIBITIE
ZEERR L

5. e
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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.
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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)




thg

SLEAE

FED SmPC
(20209 A)
X2

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

7t R)
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