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1 $gth XS FUEMHIE 20mg &/

(2) F0049

« AR T VIERSE OD #% bmg [JGJ

D-v>=h

—)b. BEIVO—Z, A Aa—Ah)>7hA e RoFro))va—

A, AZZVNVEBIARYY—LD, ZZ BN ZF)IV, INVI, £/ ATTV VBT RY
v, RUYVIUR— | 80, EBEfEL FoFo/ub)ltjbo—A, JOoARE R, 7TAN
NZ) >, ZFI)IWN=) v, BRL =Tk, 7
NIWEBATTVIVF NI T L, ATTV VBT TN

WTr—Lh (-7 z=)VT7 7= 1tEW).

_5_




« AR T VIEESE OD $8 10mg [JG.

D-¥>=h—=)b, EEIVO—X, WV AT—A)V¥ 7 A ERaFyToit)o—
A, AZZVNVEBIARYY—LD, ZJZ BN ZF)V, Y)VI, F/ATTV VB RY
Y. RUYVIR— | 80, EKE#EL FoFo /o )ltbo—A, JOoARE Ry, 7 AN
WT—Lh (L-7 z=)VT7Z =189, N=U >, ZTF)W=Y >, B, HE="FLE.
TWVBATTVIVF NI TL, ATTY VBT 32T A

« AR F VIEESE OD #§ 20mg [JG

D-¥>=hr—=)l, EEIVO—-R, IV AT—A)> A ERaFyToit)o—
A, AYZVNVEBIARYY—LD, ZJZ BN ZF)IV, Y)WVI, ®F/ATTV VB RY
Y. RUYVIR— |k 80, EEfEL FoFo /o )ltbo—RA, ZJOoARE Ry, 7 AN
WT—Lh (L-7z=)VT7 =188 . N=V >, =F)N=) >, BRL TIVBATT
DIVF MU TL, RATTY VB TR L

(3) ZMfth
E=19244%

. BiEEl, ELRIDOEMEIC T DIER
B2=19224%

. BRIDEEBERETICHITDREN
AR >F V3EEE OD € bmg [JG
O fmEz g D
SRR . PTP/7 VIO —a% EESIAD)
RIFSEME : 40+1°C/75+5%RH
RIFEHARE 1 6 » A
ABRIEE : VEIR. TERRANBR. AOEIAABR. SUFII—MaBR. AAEEEBR. BB, E=aE

BUBIEE | 1% | BERAUR | B | T | mmse | oD | RO
me | D | (@ 3) 4) 5) ©) (7)

SEBREE | Ee | Ea | Ea | Ee S 99 98.5

1 »A® | Ea | - e - e 99 99.0
3% |Ee| - e - S 99 98.8

6 A% |mEa| @e | Es | Ee e 98 98.6

() YRE DR T 5.

(2) TIVAL AN X e L BRI : %M (EWE 365nm) AT 5 & X, BB
AN AFET B,

(3) SRWE : (B4 DBRMEDRIZ TN 2N 0.2%LU FTh D . BEMEDRE 0.5% T
<55,

(4) BRII—IEHBR - HIEED 15.0% 5B 20,

(5) 1 5LIp

(6) 15 77, 80%LIE (FHEERS 2 % 900mL. /¥ KF)LE, 50rpm)
(7) FBrED 95.0~105.0%



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

© 7))V o —BREREROREMEHER 2

cEPRE - PTP > — b

B  OIREICH T 2% EMER : 40+2C. 3 1A GEY)

QIEE I 2t - 25+2C/75+5%RH. 3 » A GEY)
25+£2C/60£5%RH. 3 » A GEY)
@Iz 3 DL EM B | MRIEE 120 /7 lux « hr/25C (% 4000lux/hr)
EEHE, HE

ABRIEE | IR, SRR, RREREER. SR,

SBIEE MR | szt | st | TP | ERIR e ()
(o] (0]
1t 1) ) 3) 4) ) ©)
SEABRAAES wa | Es | Es | 102 | 1018 | 43
)
= 3 5 Hik Bkl | @ | EaL | BaL | BAL | Bl
B
1 n A% | ZaL | — | Brl | Bnl | Bsl | Bkl
T5+5% | 2 » A% | BnL | Es | Bnl | BaL | Bal | BaL
RH
% 3 »B% | Bl | EE | BaL | BaL | BlaL zggo
B 1 n A% | BaL | Ee | Bnl | Brl | Bal | Bkl
(o)
“ﬁﬁé 2nB#% | Bl | @a | BtiL | Btal | BAL | Blal
3 nH% | Bl | — | Bnl| BaL | BaL | BeaL
% 120 Flux-hr |2zl | @& | BHEL | BaL | Brl | sl
(1) YREBDRE D B,
(2) SBEWE - B OEEMEDRIZZN TN 0.2%L T ThH 0. EEMEOBE 0.5%F
H e
(3) 1 53 LIPA

(4) 15 3. 80%LL L (GEHFERSS 2 % 900mL. /¥ KWk, 50rpm)

(5) FRED 95.0~105.0%

(6) Z&1E

ZEM OIS [$EA] - 717 2)VAIDEEERETOLZENFBEICOWT (BH) Frkll F
8 A 20 B ITEEHEH S N/ S5HBRIEE OFHIEIE IR > 72,



O EEEEIRRE TOZE B
AR - OIREICHN T 2ZEMRER : 40+2C. 3 »A (Bt - [BE#H)
QEE Iz 2t . 25+2C/75+5%RH. 3 » A GEYt « B
25+£2C/60x5%RH. 3 » A GEX - B
@Yticxtd 2 EEMHER : BIEE 120 /7 lux  hr/25C (% 4000lux/hr « &+ —
V+Iv7 (7%))

SUATEE : PR, WSS BIEEE. HILEE. CEMR. B
SBIEE MEIR | sEsatER | pasmater | LR | EEVER | e )
(%) (%)
s (1) ) 3) @) ) )
SERBIA I Ea | ms | ms | 102 | 1018 | 43
D
El 3 5 A% Bl | — | EHEL | BaL | BAL | Brl
1w A% | ZBnL | — | ZEL | BEL | EEL 'A’{‘(ffg?)o
755}?% 2 2A% | Bl | EE | BEL | Besl | B{sl ”%ng?)o
@ 3#A% |mnl| - |msl|ztsl |zl | EE20
&
= 1 »B#% | ZBnl | @a | BaL | BaL | Bsal %‘i@)@
60£5% | 9 npme |minL | @& | Bkl | BsL | BisL | ZE20
RH (24™)
3HA% |BaL| — | ZHsL| BsL | BlaL %E?)D
% 120 Flux-hr |2zl | @& | BHiL | BaL | Beal | sl
(1) YHREEDEFECH D,
(2) SEEWE - B4 DEEMENBRIZ TN T 0.2% T THD . BERMEDBEE 0.5%T
D,
(3) 1 531U
(4) 15 57, 80%LAL (EHERERSS 2 % 900mL. /N KL, 50rpm)
(5) HRED 95.0~105.0%
6) BE(E
« : FREHE TR, BEBA 30%LET, BEA 2.0kg & (19.6N) REOSE. Z(tbh

D RIS &N Tnd,
ook RIS

ZREMEDFME [§EH - 717 )VAIDBEZERE TOREMFHBREITONT (FH) Fakll &F
8 A 20 B ITEEHEH S Nz FHERIEE OFHIEIE TR > 72,



X7 F HERE OD 8 10mg [JG)
© HlEEER @
AT OPTP @%/7 )V PO—3% (ERFIAD)
@NTEE EEAAD)
REESEMA : 40+1°C/75+5%RH
(RAFHAR : 6 5 A
SHRERIEE : R, B, SR ML, BERR. BlRRR TRRB
OPTP &3/ 7 L3 ¥ao—as (@A)

PBURE |t | TR | MR | L | et | oD | TP
w1 | @ 3) 4) 5) ®) 0
S |Ee | Es | Es | Ea e 99 99.0
1 »H% | Es | — e - e 97 98.6
3yB® | EE| — e - e 98 99.8
6»A% |Ee| me | A& | Ee e 99 97.8
@ NS EEEIAD)
MBURE | PR | TR | MR | Ll T | pimete | oD | TR
w1 | @ 3) 4) 5) ©) )
SBEAE |Ee | Ee | Es | Ea O 99 99.0
1 » A% | Es | - e - O 98 98.8
3 A% | Ee| - 5 - O 99 99.6
6 nA% |Ee| we | we | E e 100 98.1
(1) UEEEO R T D,
(2) TAL AN I Ve & BRI - %58 (FIE 365nm) #EHT 2 & X, BAEED
WHEHS Do
(3) BEME - B4 DERWEORIZ TN 2N 0.2%L FTh D, BEMEDREE 0.5%UT
b B,
(4) SRE—IEER - HIEEA 15.0%5BA R,
(5) 1 5LIp

(6) 15 53, 80%LLE (&SRS 2 % 900mL. /¥ KUk, 50rpm)
(7) RmED 95.0~105.0%

REAERE AW IEAR (40C, HMEE 75%. 6 #A) OfFER. @EOHEE T
BWTIFHLETHD Z LRI NI,



O 7))V Vo —FREROLZEEHHE ¥
cEPRE . PTP > — b

SESRAE | OREICH T e  4022C, 34 H GEX)
QBEITH T 2 LEMREE . 20+2°C/75+5%RH. 3 » A GEY%)
25+2C/60+5%RH. 3 » A GEY%)
@FITHT I DL EMFER | BERE 120 /7 lux - hr/25°C (%9 4000lux/hr)
SRS : MR MR BERUR. EHRR. CENB. BE
SBIAE] PR | s | s | oo | BRI e
% | %)
it o | @ e | @ | e | ®
SBPIAR we | @& | m& | 101 | 1004 | 53
®
i SRt |BBL| EE | BAL| BaL | Bk | Blal
e
1 nB% | BlaL| - |Bal | sesl | Bal | sesl
75+5% | 2 2 A% | Bl | @& | BlaL | Bal | BaL | Bl
RH
@ 3xA% |Znl | e |Zsl | Ztal |zl | 2D
i
s 1 n A% | BaL| mEe | Bal | Bsl | BisL | skal
60+5% | 2 n A% | BtmL | @& | Bl | el | Bal | sl
RH
3xA% |Zlnl | @ | Zesl | Zal |zl | ZE20
S| 1207Mux-hr | ZfEnL| EE | R | BLEL | ZEL | ZaL
(1) WEEEDRS o Do
(2) BRIE : B OERMEORE AT 02%U FTHD . BEMEOREIZ 0.5% 0T
T %,
(3) 1 AL

(4) 15 57, 80%LA L (EHERERSS 2 W% 900mL. /N KL, 50rpm)

(5) FrED 95.0~105.0%
(6) ZE(E

ZREMEDFMIE [§EH) - 17 )VAIDBEZRETOREMFHBRIEITONT (FH) Fakll &F
8 A 20 B ITEEHEH S N/ FHERIEE OFHIEIE IR > 7z,



O EAFIRETOLEM SR ©
AERSRM C OIREIT I S REMHER : 40£2C, 3 » A GEE -

(=ERER

XEET

&)

QEBE TN T DLEEMSE : 20+2C/75+5%RH. 3 » B GEY - BER)
25+2C/60+x5%RH. 3 »H GEYt - Bai)
@izxt g 2L EMEHER  BRIEE 120 FH lux  hr/25C (9 4000lux/hr * >+ —

LV+Iv 7 (T7%))

SEIEE - Mk, MSHE. BIERE. B CEAR. B
SBIEE MEIR | sEsatER | pasmater | LR | EEVER | e )
(%) (%)
1t 1) ) 3) 4) ) ©)
SEABRAAES @a | @s | @& | 101 | 1004 | 53
®
El 3 5 A% Bkl | @ | EaL | BaL | BaL | Erl
1w A% | ZBnL | — | ZEL | BEL | EEL 'A’{‘{l“f)o
X% 2 nAk | BsL | EE | ZaL | BAL | BEL Z{‘(Tff)o
® 3xA% |Znl | @a | Zsl | ztal |zl | Z R0
&
= 1 » A% | BtaL| — | BtkU| BHAL | BlaL ”%“832)@
0003% | 2 npm | Bl | ma | Zsl| mal | EsL | ZERD
3 A A% | AL | @A | BaL | Blal | Blal %5632)‘9
% 120 Flux-hr |2zl | @& | BHiL | BaL | Beal | sl

(1) KEBEBDRE TH S

(2) VY . BLOBEFRMEDEIZTNTN 0.2% L T THD ., BERMEDHREIL 0.5%LLT

TH o
(3) 1 73U

(4) 15 57, 80%LAL (EHERERSS 2 % 900mL. /N KL, 50rpm)

(5) FrED 95.0~105.0%

(6) ZE(E

k@ TEEHTIE, BERN 30%L ET, #ED 2.0kg E (19.6N) KD

D RIS &N Tnd,

kAR

a. Zftd

ZREMEDFME [§EH - 717 )VAIDBEZERE TOREMFHBREITONT (FH) Fakll &F
8 A 20 B ITEEHEH S Nz FHERIEE OFHIEIE TR > 72,



X7 F HERE OD 8 20mg [JG)
© g ™
AT OPTP @%/7 )V PO—3% (ERFIAD)
@NTEE EEAAD)
REESEMA : 40+1°C/75+5%RH
(RAFHAR : 6 5 A
SHRERIEE : R, B, SR ML, BERR. BlRRR TRRB
OPTP &3/ 7 L3 ¥ao—as (@A)

PBURE |t | TR | MR | L | et | oD | TP
me | | @ 3) 4) 5) ©6) )
SEELE | Ea | Ee | Ee | Ee e 97 99.4
1 »H% | Ea| — | s — e 96 101.6
3,B% |@Ee| - | Ee — e 08 99.4
6»B® |@Ee| @& | Ee | Ea e 97 99.9
@ NS ERAAD)
MBURE | PR | TR | MR | Ll T | pimete | oD | TR
me | 1| @ 3) 4) 5) ©6) )
SRR | Ee | @ | Ee | Ee e 97 99.4
1 »H®% | Es| — | @A — e 98 100.3
3,A% |Ee| — | @A — e 08 983
6»B% |Ee| @e | ae | s e 97 99.7

(1) HE~MEBEOHREEIFRA D DFREETH Do
(2) 7IWAVAH I NTX DB - R (FE 365nm) zRHT L&, BNFED

B2 FHT Do

(3) FME : B4 OEEMEDEIRZNTN 0.2%U T THO ., FHERMEDHRERZ 0.5%LLF
TH o

(4) SEH—EHER  HIEMEN 15.0%2BA 20,

(5) 1 7N

(6) 15 53, 80%LLE (&SRS 2 % 900mL. /¥ KUk, 50rpm)
(7) RmED 95.0~105.0%

REAERE AW IEAR (40C, HMEE 75%. 6 #A) OfFER. @EOHEE T
BWTIFHLETHD Z LRI NI,



© 7 )V OB B0 R ERER ©

SSEFRE - PTP o — b
SHEARLE - DREICHT 22EMRER - 4042C. 3 48 GEX)
QBRI 5 T B LR - 25+2°C/T5+5%RH. 3 # 8 GEX)
95-+2C/60-+5%RH. 3 »H GEX)
@izxtd 2L e ER  HEEE 120 /H lux « hr/25°C (% 4000lux/hr)
SEATEE ;M. SUERER. FERR. BHRR. CERR. BE
SBIEE MR | st | e | T | BRI e 0
(%) (%)
s 1) ) 3) 4) 5) )
SEAREAES @a | o@a | @& | 100 | 1001 | 103
0
ﬁl 3 5 Ak wiL | EE | BaL | Blal | Bal | BaL
1 »B% | B2l | me | Bl | Bl | BeaL | Besl
(o)
751%}?”’ 248% | ZnL| @e | zesl| mesl | sesl | sesl
% 3 5 A% | Z{nL L | BRL | BRL | Blal
& 1 »B% | Bl | me | mrel |zl | seel | sesl
(o)
601%}?@ 248% | BaL | @Ee | Bial | Bsl | ssl | Besl
34A% | Bl | EE | BLsl | Bal | Besl | sesL
% 120 5 lux - hr | ZftL | @& | Bsl | Besl | Besl | Zsl

(1) BE~EBEDFEEFRA D DRI TH Do

(2) Y . BLOBEFRMEDEIZTNTN 0.2% L T THD ., BERMEDHREIL 0.5%LLT

Th 5,

(3) 1 73U

(4) 15 57, 80%LAL (EHERERSS 2 % 900mL. /N KL, 50rpm)

(5) FED 95.0~105.0%
(6) ZE(E

ZREMEDFMIE [§EH - 717 )VAIDEEZRE TOREMFHBREITONT (FH) Fakll &F
8 A 20 B ITEEHEH S Nz FHERIEE OFHIEIE IR > 72,



O EAZRETOLE M HER ¥
AERSRM C OIREIT I S REMHER : 40£2C, 3 » A GEE -

(=ERER

XEET

&)

QEBE TN T DLEEMSE : 20+2C/75+5%RH. 3 » B GEY - BER)
25+2C/60+x5%RH. 3 »H GEYt - Bai)
@izxt g 2L EMEHER  BRIEE 120 FH lux  hr/25C (9 4000lux/hr * >+ —

LV+Iv 7 (T7%))

SEIEE - Mk, MSHE. BIERE. B CEAR. B
SBIEE MEIR | sEsatER | pasmater | LR | EEVER | e )
(%) (%)
1t 1) ) 3) 4) ) ©)
SEABRAAES @s | @s | @s | 100 | 1001 | 103
®
ﬁl 3 5 Hk skl | — | BsL | BrL | BHaL | BlaL
1 »E% | Bl | @a | Bkl | B | Bkl 3’%{%@
OE% | 9 B | mnL | Ea | BUaL | BesL | Bl | REDD
RE (24)
® 3xA% |Enl | @a | Zsl | Ztal |zl | ZERD
=
i 1R | Bl | Es | EEL | Zesl | Esl | 2P
0022% | 2 npmus [mitnL | ma | Zal | BlaL | ZaL z%({gg))o
35 A% | BnL| EE | BAL | Bal | BsL Z{ggf;@
% 120 Flux - hr | 2zl | @8 | Zial | BHsl | BHsl | BHs0

(1) HE~ERED FEEREAD DFRFETH D,

(2) FERRWE . @4 DEGMEDRIZZNEN 0.2%U T THD . EEMEDREIZ 0.5%T
THh >,

(3)19A

(4) 15 57, 80%LAL (EHERERSS 2 % 900mL. /N KL, 50rpm)

(5) #FRED 95.0~105.0%

(6) Z2E(E

ZREMEDFME [§EH - 717 )VAIDBEZRETOREMFHBREITONT (FH) Fakll &F
8 A 20 B IZTEEHEH S N/ FHERIEE OFHIEIE IR > 7z,



O &g DL e HER 10

AERSRM  OIREIT I S REMEHER : 40£2C, 3 » A GEE -

AR

X E

QEE I DLEMHER | 25£2C/75+£5%RH. 3 » A (&Y - B0
@YtITxtd 2 EM SR | HIRE 120 /7 lux-hr/25C/RE : 2b & (4000lux -

Yy—L+IvT (T7%))

AERIEE IR, MIEEAER, ARIREUR. WHISER, R
AERIEE MR | MUEEER | RRiEEER | EHIEER (%) | EEHER (%)
patict (D (2) (3) 4) 6)
AERBA LA e HE e 98 98.5
OiaE 3 n A% ezl | &5 | Bkl | &kl =2l
QiEE 3 »n A% ezl | &g | 2Bkl | &kl =2l
@ | 120 Flux-hr | &l | #a | &2tal | ZE&L =2l

(1) HE~MERBDTEI XN RETH D
(2) ERYE . @2 DERMEDEIZTZTNTN 0.2% L T THO ., BERMEDREIX 0.5%LUT
Th b,
(3) 1 53BN
(4) 15 77, 80%LAE (EHERERSS 2 % 900mL. /N KLk, 50rpm)
(5) FRED 95.0~105.0%

. ARERUBREDREN

B=19244%

. fEFIEDESZEL WNELFHRL)

) =2V



7. Bt
(EHZE D RIFIE X ISIRLIE]

AR F VIR OD € bmg [JGJ 1V

[BRERRDOEMZREEHBRT 1 R T 1 EDO—EIUEIZONT Bl 2
OEFZEA OEMZENREEHBRAT A FI 1> (FR24F2H29H EAEEHK 0229% 10

)] TS,

- BREERIA] . A~ 2T VIERE OD #¢ 20mg [JG)

o ALFZZEEIKIE © A JKHE

SENRRDE

BT | BARERT —ReEBREEHEEE OSFVEK)
pH1.2 BAEF BEHEESE 1’
=0 pH5.0 | #D7z Mcllvaine DEER
rpm
. [Ol#n %5/ BRI P pH6.8 BHAEF EHEESE 2%
alBRsR
7K BHAEF BEK
100rpm pH6.8 BAEF BEHEESE 2%
ABRE - 900mL FEEROE : 12 X)L
ST | Wk a~Y NS5 T 14—
- HIEAHE
@]%%& SPESTE NGI==R=,
(rpm) BRI HIEFHE
pH1.2 (1) @R
H5.0 AHERRADY 15 7T 85% LA EEHT 57, Xid 15 77T
50 btio. BJ 2 EBREAE DA LR DMEHERA O EITEHED £10%D
pH6.8 #HHITH D,
(2) ER DEHE
K BRI 1T 351 D EBREUAI DA 2 DYEHERIZ OV T, GlBRs
BlDMTEHE L 15% D& ZEZ 55 DH 12 @ 1 @
100 pH6.8 T, +25%DEEEHEA 2 HDA N,
© PEBRIGR
(50rpm. pH1.2) (50rpm. pH5.0)
100 100 | o .
2 % o AN T REIRODSE < 207 o AT VIREHRODSE
= 60 5mg [JGI 3/ 60 | 5mg [JC
Edr\a 40 —e— BUERE] (XY F HEBE ?5 40 | e BB (X7 F iR
s 20 OD#£20mg [JGJ ) X oo L OD#£20mg [JGJ )
0 : : ‘ : 0 : : : :
0 10 20 30 40 10 20 30 40
K¥E (97) s (9
HIERR THD 15 FITHNWT, HEBEAID | HIERSRTH D 15 72N T, HERHAIN
85%LALBEH L TED., A FIA OHIEER | 85%ULBEHL THD. A1 FI1 > OHIEER
HEIZEE LTz, EEIZEE Uz,




(50rpm. pH6.8) (50rpm. 7K)

100 + ° ° ° 100 + _ o
= 80 | PN \ ~ 80 | —° v v
8 o AN T REHEODS 8 o AT VF L AEEEODSE
.60 5mg [JG)J 60 o
Eq.é 40 o P % 5mg [JG]

@ e T B0 e mmmw v

20 + g 20 OD#20mg [JGJ )

O . L ! ! 0 @ L L I L
0 10 20 30 40 0 10 20 30 40
WA (99) g (99)

HERKRTHD 15 7FI2ENT, REREAD | HERBRTHD 15 DI NW T, HEBREAF N
85%LI EBEHLTED, A1 R4V OHER | 85%ULBHL TEHD., /71 RI4 VOHIER
HEIZES LT HEIZES LT,

BEHEEBDORIEFMEDHE CFIEEHE)

B | oy | HIERES TEEE 0 i
(rpm) | PR | T el (A< i | BEmAl (£<>F e | HUE
18 OD # 20mg [JGJ) 18 OD $& bmg [JG))

pH1.2 | 15 101.8 103.7 A

., [PH50| 15 99.6 99.4 HE

pH6.8 15 98.7 100.0 EE

7K 15 90.0 914 EE
EHEBORZEOHE (L DWEHR)

SR | oo | MRS fE< DEHE (%) PEREHR E DE -

(cpm) | PHE ] (i) B/IME~ B fE CisowE | sosoem | E

pH12 | 15 98.0~104.9 0 f& o | @&

<o |PHSO| 15 96.8~104.4 0 f& o | @&

pH6.8 | 15 96.6~101.7 0 f& o | @&

K 15 87.3~96.2 0 f& o | @&

XpH6.8 DErERK. /N F)ViE, 50 MOERIZH W T 30 77 ANITIEREERIA], HEREAI & & 1T
85%LA B U7z, A BT A I2iE>T 100 OEsDHER 2 &8 L 72,

« Ao
BRI & FERA OB HESOREMEZHE L2 L 25, WINOHBEFITEWTE B8
MR HREOEFGRA DO EMZRNRENABR AT 1 N 71 2] OHEREITHEE L T\,
P EX O, mBANIEMZRICEE ARSI N,



A2 F L HEHEPE OD 8 10mg [JGJ 12

[BRERRDOEMZRREEABRT 1 R T FEDO—ESUEIZDOWT  Hl 2

BENRRDE

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

)1 KD,

- EEERUE) 0 A< F HERE OD 8 20mg [JG)

« QU EEIKHE @ A JKHE

HEr T | OARES —WHABREEHABRE (OSRILVE)
pH1.2 | B&%EH BHHBS 1 %
=0 pH5.0 | #»7z Mcllvaine DIEER
rpm
] 8 SRR b PH6.8 | BASEES st 2 i
HERSAE —
7K HAZERFH BRK
100rpm pH6.8 | HAREET; EHAERSE 2 W)
HEEWE : 9O00mL HEEEE : 12 Xvb)b
S | Wk av NS5 T 4 —
. TR
EIE7 G N I
(pm) | PR e
pH1.2 | (1) o=
— SKEARUAI A 15 5 DA T4 85% LI EYEH 27, XU 15 4012
50 pHo. B3 2 BRSO TV R AMEEERIH] ) AV HER D -+ 1 0%
pH6.8 #HFIZH Do
(2) % DYEHE
7K BRI 12 51T 2 HBREFI D E L DEHEIZONT, HEa
B FEIGYEHR+15%DEFEB A 25 DA 12 @ 1 ET
100 pH6.8 T. +25%DEFEEBZ 55 DN,

- FBRIGR

(50rpm. pH1.2)
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85% U FBHL TED. 1 FF1 OHIEER | 85%LLEBEHLTED., 714 R4 > DOHER
HEITHEEG LT, HEITHEEG LT,
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(50rpm. pH6.8) (50rpm. 7K)

100 * 100 |
2 80 | S 80 ¢
% 60 - ~ 60 |
I 40 —o— XV F VERIEOD#E20mg [JG) 1;*3* 40 | [ —o— A ¥FUHEEEODSE20mg [IG)
K HEHY i S
20 L —o— IRHERIF] (OD#E. 20mg) t@ 20 | o 1EMEHIE| (OD$E. 20mg)
0 | | | |
0 ‘ ‘ ‘ ‘
0 10 20 30 40 0 10 20 30 40
B (99) B (9

HERPRTH D 15 b\ T, HABREAD | HIERNTH S 5 9KV 30 i\, 3k
85 EBHLTED, A FoA > DHER | A DFIEHEHRISEERE O FIGEHE
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(3) BRPRERIZEER
HUERZ L
(4) FRE0EIER
MR L
(5) HREERIELER
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8.1 Pregnancy

Risk Summary

There are no adequate data on the developmental risk
associated with the use of NAMENDA in pregnant women.

Adverse developmental effects (decreased body weight,
and skeletal ossification) were observed in the offspring of
rats administered memantine during pregnancy at doses
associated with minimal maternal toxicity. These doses are
higher than those used in humans at the maximum
recommended daily dose of NAMENDA [see Datal.

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.
The background risk of major birth defects and miscarriage
for the indicated population is unknown.

Data
Animal Data

Oral administration of memantine (0, 2, 6, or 18mg/kg/day)
to rats during the period of organogenesis resulted in
decreased skeletal ossification in fetuses at the highest dose
tested. The higher no-effect dose for adverse developmental
effects (6mg/kg) is 3 times the maximum recommended
human daily dose (MRHD) of NAMENDA (20mg) on a body
surface area (mg/m?) basis.
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Oral administration of memantine to rabbits (0, 3, 10, or
30mg/kg/day) during the period of organogenesis resulted
In no adverse developmental effects. The highest dose
tested is approximately 30 times the MRHD of NAMENDA
on a mg/m? basis.

In rats, memantine (0, 2, 6, or 18mg/kg/day) was
administered orally prior to and throughout mating and, in
females, through the period of organogenesis or continuing
throughout lactation to weaning. Decreased skeletal
ossification in fetuses and decreased body weight in pups
were observed at the highest dose tested. The higher no-
effect dose for adverse developmental effects (6mg/kg/day)
is 3 times the MRHD of NAMENDA on a mg/m? basis.

Oral administration of memantine (0, 2, 6, or 18mg/kg/day)
to rats from late gestation throughout lactation to weaning,
resulted in decreased pup weights at the highest dose tested.
The higher no-effect dose (6mg/kg/day) is approximately 3
times the MRHD of NAMENDA on a mg/m? basis.

8.2 Lactation

Risk Summary

There are no data on the presence of memantine in human
milk, the effects on the breastfed infant, or the effects of
NAMENDA on milk production.

The developmental and health benefits of breastfeeding
should be considered al ong with the mother’ s clinical need
for NAMENDA and any potential adverse effects on the
breastfed infant from NAMENDA or from the underlying
maternal condition.

< https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/021487s025
Ibl.pdf > (2020/4/21 72 & A)

LKA=A LT UTHE>

pag|
ADEC :
(An Australian categorisation of risk of drug use in B2
pregnancy)

5% | EOBE

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

B2 : Drugs which have been taken by only a limited number of pregnant women
and women of childbearing age, without an increase in the frequency of
malformation or other direct or indirect harmful effects on the human fetus
having been observed.

Studies in animals are inadequate or may be lacking, but available data
show no evidence of an increased occurrence of fetal damage.

< https://www.tga.gov.au/prescribing-medicines-pregnancy-database >
(2020/4/21 77 & R)
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Safety and effectiveness in pediatric patients have not
been established.

Memantine failed to demonstrate efficacy in two 12-week
controlled clinical studies of 578 pediatric patients aged
6-12 years with autism spectrum disorders (ASD),
including autism, Asperger's disorder and Pervasive
Development Disorder - Not Otherwise Specified (PDD-
NOS). Memantine has not been studied in pediatric
patients under 6 years of age or over 12 years of age.
Memantine treatment was initiated at 3mg/day and the
dose was escalated to the target dose (weight-based) by
week 6. Oral doses of memantine 3, 6, 9, or 15mg
extended-release capsules were administered once daily
to patients with weights < 20kg, 20-39kg, 40-59kg and =
60kg, respectively.

In a randomized, 12-week double-blind, placebo -
controlled parallel study (Study A) in patients with autism,
there was no statistically significant difference in the
Social Responsiveness Scale (SRS) total raw score
between patients randomized to memantine (n=54) and
those randomized to placebo (n=53). In a 12-week
responder-enriched randomized withdrawal study (Study
B) in 471 patients with ASD, there was no statistically
significant difference in the loss of therapeutic response
rates between patients randomized to remain on full-dose
memantine (n=153) and those randomized to switch to
placebo (n=158).

The overall risk profile of memantine in pediatric patients
was generally consistent with the known risk profile in
adults [see Adverse Reactions (6.1)).
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In Study A, the adverse reactions in the memantine group
(n=56) that were reported in at least 5% of patients and at
least twice the frequency of the placebo group (N=58) are
listed in Table 2 :

Table 2: Study A Commonly Reported Adverse Reactions with a Frequency > 5% and
Twice That of Placebo

Placebo
N=58
3.4%
3.4%

Memantine
N=56
8.9%
7.1%

Adverse Reaction

Cough
Influenza
Rhinorrhea 5.4% 0%
Agitation 5.4% 1.7%
Discontinuations due to adverse reactions®
Aggression 3.6% 1.7%
Irritability 1.8% 3.4%

a Reported adverse reactions leading to discontinuation in more than one patient in
either treatment group.

The adverse reactions that were reported in at least 5% of
patients in the 12-48 week open-label study to identify
responders to enroll in Study B are listed in Table 3 :

Table 3: 12-48 Week Open Label Lead-In study to Study B Commonly Reported
Adverse Reactions with a Frequency > 5%

Adverse Reaction Memantine
N=903
Headache 8.0%
Nasopharyngitis 6.3%
Pyrexia 5.8%
Irritability 5.4%
Discontinuations due to adverse reactions®
Irritability 1.2%
Aggression 1.0%
2 At least 1% incidence of adverse reactions leading to premature discontinuation.

In the randomized withdrawal study (Study B), the
adverse reaction in patients randomized to placebo
(n=160) and reported in at least 5% of patients and at twice
the frequency of the full-dose memantine treatment group
(n=157) was irritability (5.0% vs 2.5%).

Juvenile Animal Study

In a study in which memantine (0, 15, 30 or 45mg/kg/day)
was orally administered to rats during the juvenile period
of development (postnatal days [PND] 14 through 70),
delays in sexual maturation were noted in males and
females at all but the lowest dose tested, and body weight
was reduced at the high dose. In rats orally administered
memantine as a single dose (PND 14) or three daily doses
(PND 14-16), neuronal lesions were observed in several
areas of the brain at all but the lowest dose tested. Adverse
neurobehavioral effects (decreased auditory startle
habituation) were observed at the high dose. The noeffect
dose for developmental toxicity was the lowest dose
tested (15mg/kg/day).
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KEDHMXE | In a second juvenile animal study, memantine (0, 1, 3, 8,
(2018 % 11 A) *! | 15,30, and 45mg/kg/day) was orally administered to male
and female rats beginning on PND 7 and continuing for
various periods during postnatal development. Because of
early memantine - related mortality, the 30 and
45mg/kg/day groups were terminated without further
evaluation. Apoptosis or neuronal degeneration in the
brain was observed on PNDs 8-17 at a dose of 15mg/kg/
day. The no-effect dose for apoptosis and neuronal
degeneration was 8mg/kg/day. In animals in which
memantine (0, 1, 3, 8, or 15mg/kg/day) was orally
administered on PNDs 7-70, adverse neurobehavioral
effects (increased locomotor motor activity, increased
auditory startle response and decreased habituation, and
deficit in learning and memory) were observed at all but
the lowest dose tested. Effects on auditory startle persisted
after drug discontinuation. The no -effect dose for
developmental toxicity was the lowest dose tested
(Img/kg/day).

%1 : < https://www.accessdata.fda.gov/drugsatfda_docs/label/2018/021487s
025Ibl.pdf > (2020/4/21 727 £ R)
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4.2 Posology and method of administration
Paediatric population

No data available.
%2 : < https://www.medicines.org.uk/emc/product/8222/smpc > (2020/04/16
77 R)




X, f"E

1. A - RESZEICIRU TERRHIE 21T SICdhTc > TOHOSERR

KNEDBEWICEATDIER | KIEITIZAR 2RI TOWRWREIZET ERNAEEN D, ABTTE
EDHEVIL CORVWHESEENTHED, HLETHEHSINTWDIHBHE TRONLERZ
BRLELUTRTRLTWS, EREEENEKREAZIRS T2 ETOSE/RTHO ., MIEDT]
Bamd bDTIER,

(1) #pt
1. RFFSRE
mEITH T L EMER : 40+2C, 48 B - [UEEER)
WEITH§ 5 EMER : 25+2C/7515%RH. 438 GEYE - BRI
JETXT 9 HLEMRE 60 77 1x-hr (§940001x - ¥ 7 H). 25C (&SR]
2. 7BIEE
TR, MERER ERYE). a8
3. B R
A >FERSE OD 8t bmg [JGI

HWE DRI (BE) AERBRIARE 4Bt
AR REBBDFRE RFEABOMEK ekl
e | EROEEWEL02%LLT N R
mr | PERR | e emmg iz0sLT & s
2800 FRED950~1050% 101.36 101.74
= [BA%RFE100%] [100] [100.4]
TR REABDOERE RFBEOME ZEibHL
o | BrOmEWE 2% . .
R EER BERMEEIZ05%UT e s
a0 R E(950~1050% 10136 10307
=E (B84 100%)] [100] [101.7]
WEN DRI (BE) SEREAIARE 605 Ix-hr
[E2V RFBBDOFRE PO =R-A0) 75 ZEibhL
o | BromEMER2%T N N
e s BIERMEEF05%LLF BE B
s 200 R B (950~1050% 10136 10075
= [BH54E 100%)] [100] [99.4]




X F ViEESE OD #& 10mg [JGI

HE DRI (BE) A ERBALRE: 48 1%
(27N REABDRSE REQBOMK ezl
crpe | TR DEGMEIL02%LLT . .
BE SRR BEBYWEEIZ05%LUT BE i
S50 FRED950~1050% 100.66 10040
0
=& (R84 10096] [100] [99.7]
AR REHBRDRE REABOMEK kil
o 84 DEFMEIL02%LUT N N
R MERR | m@mm s 205%LLT e ks
2 8(00) RTED5.0~105.0% 100.66 100.26
0
=& (R84 5 1009 [100] [99.6]
HE DK (5E) S ERBAIREF 607 Ix-hr
[E2VS REOBDFRIE REABOHMRK ezl
e B4 DEBWE30.2% U T . N
g | PERR | e s 05T i il
s 52000 FREDI50~1050% 100.66 100.09
(]
=& [BH4455 100%] [100] [99.4]
AT VIEESE OD $& 20mg [JG]
HWEN DRI (BE) REREAIARE 48%
e HE~MEARD . e
27N B4 A Y DR LR BEO®R ekl
i o | BrOERMER2%UT . )
BE | HEER | s emn g g5 T BE wE
2 2(00) FREDI5.0~105.0% 99.50 98.95
0
= (B84 1009] [100] [99.4]
s HE~MEQED . .
27N B AL DELE HEDO#MER ekl
: e | BROEEMEE02%UT o :
BE | BERR | g izossu T oS il
2500 R EN950~105.0% 99,50 99,57
0
=% (B4 5%100%) [100] [100.1]
HE|DIRIE (BE) RERBRAIARE 605 1x-hr
PSR fgg’[gﬁiﬁ%‘g& BEOYE FtL
" = 8% DEBMEIL0.2% LT N .
| BERR | ememmgzoswT BE B
2500 %R E1950~105.0% 99,50 98.34
0
= (BB R 10096) [100] [98.8]




(2) BRI - BB RUEERSF1—7 D@EdEH
1. 5877
AR AR R
T 4 AR Y—NIZHER] 1 8% A, £ 55 CHOIRE 20mL ZIRWED b SHEBERRES
%o BARITT 4 ARVY—% 90 BT 15 AEMHE L., FE - BEORNZMHEIRT 5, 5
TERICHEEL WSS, 5125 DEREREROBIEZIT ).
HE B
FERETBR CEON-BERERERET 2 — 7 DEARL DK 20mL/10 MOFRE T
FAL, Fa—T7D@ENZHERET D, F2—7Y 1 X& 8Fr.. 12Fr.. 14Fr.. 16Fr..
18Fr.L@iEd 5L TEET S,
2. R BRAGE R
A >F ERSE OD #& 5mg [JGI
O FIERAHBRER
1=K AR iE - AR
AR FIGERIE
OD#E5mgl UG

57 LINIZERLE - BALT-,

@B B M HERIGR
B % BB

ARUFUIEERIE
OD#&E5mel UG

SFr.DF1—TJZ@Ei@LT=,

8Fr.:8T7LUF #92.Tmm<HMED>

AT VIEESE OD $€ 10mg [JG]
OB AHRER
mE £ ARIE - BEIRR
ARFIEEEIE
OD#£E10mglJG

557 LARICERLR - AL =,

@ FEEMHREBRER
mB 4 EidtE
ARUFUEEEE
OD%£10mglJG1

SFr.DFa—TZFEBELT=,

8Fr.:87LF #927mm<HE>



X F ViEESE OD #& 20mg [JG

@ iR AABRIER

m BB

BRIR - AR

ARVFIEEEIR
OD#£E20mglJG

557 LARIZHRLR - AL =,

@B EMHERER

m B B

ARUF GRS
OD#£E20mgl JG

8Fr.DFa1—J % @ELT-=,

8Fr..8T7L>F #92.7mm< 4 E>

. TOEDBESRR
B) =2V










@ BARYIRUvORIAEH

RRBTFLBEXAOAR—-—TBEIH1S



	メマンチン塩酸塩OD錠5mg/10mg/20mg「JG」
	IF 利用の手引きの概要―日本病院薬剤師会―
	目次
	Ⅰ．概要に関する項目
	1．開発の経緯
	2．製品の治療学的・製剤学的特性

	Ⅱ．名称に関する項目
	1．販売名
	（1）和名
	（2）洋名
	（3）名称の由来

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

	3．構造式又は示性式
	4．分子式及び分子量
	5．化学名（命名法）
	6．慣用名、別名、略号、記号番号
	7．CAS登録番号

	Ⅲ．有効成分に関する項目
	1．物理化学的性質
	（1）外観・性状
	（2）溶解性
	（3）吸湿性
	（4）融点（分解点）、沸点、凝固点
	（5）酸塩基解離定数
	（6）分配係数
	（7）その他の主な示性値

	2．有効成分の各種条件下における安定性
	3．有効成分の確認試験法
	4．有効成分の定量法

	Ⅳ．製剤に関する項目
	1．剤形
	（1）剤形の区別、外観及び性状
	（2）製剤の物性
	（3）識別コード
	（4）pH、浸透圧比、粘度、比重、無菌の旨及び安定なpH域等

	2．製剤の組成
	（1）有効成分（活性成分）の含量
	（2）添加物
	（3）その他

	3．懸濁剤、乳剤の分散性に対する注意
	4．製剤の各種条件下における安定性
	5．調製法及び溶解後の安定性
	6．他剤との配合変化（物理化学的変化）
	7．溶出性
	8．生物学的試験法
	9．製剤中の有効成分の確認試験法
	10．製剤中の有効成分の定量法
	11．力価
	12．混入する可能性のある夾雑物
	13．注意が必要な容器・外観が特殊な容器に関する情報
	14．その他

	Ⅴ．治療に関する項目
	1．効能又は効果
	2．用法及び用量
	3．臨床成績
	（1）臨床データパッケージ
	（2）臨床効果
	（3）臨床薬理試験
	（4）探索的試験
	（5）検証的試験
	（6）治療的使用


	Ⅵ．薬効薬理に関する項目
	1．薬理学的に関連ある化合物又は化合物群
	2．薬理作用
	（1）作用部位・作用機序
	（2）薬効を裏付ける試験成績
	（3）作用発現時間・持続時間


	Ⅶ．薬物動態に関する項目
	1．血中濃度の推移・測定法
	（1）治療上有効な血中濃度
	（2）最高血中濃度到達時間
	（3）臨床試験で確認された血中濃度
	（4）中毒域
	（5）食事・併用薬の影響
	（6）母集団（ポピュレーション）解析により判明した薬物体内動態変動要因

	2．薬物速度論的パラメータ
	（1）解析方法
	（2）吸収速度定数
	（3）バイオアベイラビリティ
	（4）消失速度定数
	（5）クリアランス
	（6）分布容積
	（7）血漿蛋白結合率

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

	5．代謝
	（1）代謝部位及び代謝経路
	（2）代謝に関与する酵素（CYP450等）の分子種
	（3）初回通過効果の有無及びその割合
	（4）代謝物の活性の有無及び比率
	（5）活性代謝物の速度論的パラメータ

	6．排泄
	（1）排泄部位及び経路
	（2）排泄率
	（3）排泄速度

	7．トランスポーターに関する情報
	8．透析等による除去率

	Ⅷ．安全性（使用上の注意等）に関する項目
	1．警告内容とその理由
	2．禁忌内容とその理由（原則禁忌を含む）
	3．効能又は効果に関連する使用上の注意とその理由
	4．用法及び用量に関連する使用上の注意とその理由
	5．慎重投与内容とその理由
	6．重要な基本的注意とその理由及び処置方法
	7．相互作用
	（1）併用禁忌とその理由
	（2）併用注意とその理由

	8．副作用
	（1）副作用の概要
	（2）重大な副作用と初期症状
	（3）その他の副作用
	（4）項目別副作用発現頻度及び臨床検査値異常一覧
	（5）基礎疾患、合併症、重症度及び手術の有無等背景別の副作用発現頻度
	（6）薬物アレルギーに対する注意及び試験法

	9．高齢者への投与
	10．妊婦、産婦、授乳婦等への投与
	11．小児等への投与
	12．臨床検査結果に及ぼす影響
	13．過量投与
	14．適用上の注意
	15．その他の注意
	16．その他

	Ⅸ．非臨床試験に関する項目
	1．薬理試験
	（1）薬効薬理試験（「Ⅵ．薬効薬理に関する項目」参照）
	（2）副次的薬理試験
	（3）安全性薬理試験
	（4）その他の薬理試験

	2．毒性試験
	（1）単回投与毒性試験
	（2）反復投与毒性試験
	（3）生殖発生毒性試験
	（4）その他の特殊毒性


	Ⅹ．管理的事項に関する項目
	1．規制区分
	2．有効期間又は使用期限
	3．貯法・保存条件
	4．薬剤取扱い上の注意点
	（1）薬局での取扱い上の留意点について
	（2）薬剤交付時の取扱いについて（患者等に留意すべき必須事項等）
	（3）調剤時の留意点について

	5．承認条件等
	6．包装
	7．容器の材質
	8．同一成分・同効薬
	9．国際誕生年月日
	10．製造販売承認年月日及び承認番号
	11．薬価基準収載年月日
	12．効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	13．再審査結果、再評価結果公表年月日及びその内容
	14．再審査期間
	15．投薬期間制限医薬品に関する情報
	16．各種コード
	17．保険給付上の注意

	ⅩⅠ．文献
	1．引用文献
	2．その他の参考文献

	ⅩⅡ．参考資料
	1．主な外国での発売状況
	2．海外における臨床支援情報

	ⅩⅢ．備考
	1．調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	（1）粉砕
	（2）崩壊・懸濁性及び経管投与チューブの通過性

	2．その他の関連資料



