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PTP A% PR WIRA RO Eips
FleRB et SRy [FlAE
UHN Bk ik
AEENE (B)) 2 DA A ik
WM (%)
96~105 95~104
15 53 85%LL E
i (%)
100.0~101.8 99.3~101.7
95.0~105.0%
MIEERER Rkl HFEN A5
INT Lk [N WIRABDFERE [l 2
TR ER T A [Al 2
B —E T A [Al 2
AN (B) 2 0D BNy R /2
WM (%)
96~105 97~106
15 43 85% LAk
EE (%)
100.0~101.8 98.3~101.8
95.0~105.0%
MR EEwE RN ik
2) ATUFUIEEIE D EEIONg T7TILE]
KBRS - 25°C. 60%RH
RERTE H BHAGIRE 36 » A
PTP @3 MR WA DR [FlE
TerBtBR SRy A e
B —E pay [FlE
FRiEM () 290N Bk A /2
WM (%)
95~105 94~105
1557 85% LI E
i (%)
98.9~100.3 100.3~101.6
95.0~105.0%
MERE HEEwE N R /2
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3)

B E H A% 36 #» A
Nk PR WA B DEHE b
TRk Bk ik
UHN Bk ik
AEENE (B)) 2 DA Bk ik
R (%)
95~105 93~105
15 53 85%LL E
i (%)
98.9~100.3 99.5~102.3
95.0~105.0%
WIEERER Rkl HHEN EES
ARUFIEEIE D EE20mg T T )LE ]
KBRS - 25°C. 60%RH
RERIE H BH AR EE 36 % A
PTP @4 PR At OEIREA D T [Al 2
FeaRakER WA R /2
B —E A [l A2
AN (B) 2 0D WA R /2
R (%)
96~105 96~106
15 5[ 85%LL k
ER (%)
98.0~100.7 99.2~101.6
95.0~105.0%
PIERER  ERwE RN ik
AV AL PR EREXREFCYNUES 7H [FlE
TR ek B SRy EES
I —E pay [FlE
FRiEM () 290N Bk Eb
RHE (%)
96~105 97~105
1557 85% LI E
i (%)
98.0~100.7 99.2~100.5
95.0~105.0%
FIEERER  ERE N R /2

11




Q) |mEEKREOREN Y
) ATUFUERIED &SN 7LtV
AREBRSME IR  40°C, D, KEAR
A : 25°C, T5%RH., #., * v — LBk

)t : D65-25001x, 25°C, 45%RH

N 1 T it
AR IE H BH LA
3#H 3#H 120 5 1x « hr

S8l AR A FEE Az L A7z L A7z L
R (%) 94~106 94~102 92~106 95~103
aiE (%) BN A L A7z L A7z L
Bt © 95.0~105.0% 100.7 103.8 103.3 103.3
MR (ZEHER) BN Az L Az L Zieie L
s & Bk Bz L i;;:) Bz L
ik (Z2%&{#H) 20N LLL 34 31 24 28

% 1 34N (BHAARE) —22N (BN, 1 % H) —24N (BN, 3 % H)

(kR BAYRBERRAIRN 2 « 8274 - 2 772 L H O BEELEEIRAE T OLEMERBRIEIC SW T (EH) | PRk 11

F£8H 20 Hl &5l LTz,

2) ARUFUIEEE D EEIOME 7z )LE V]
AERSA:  TRFE : 40°C. M, [REBER
B - 25°C. 75%RH, ¥, v v — LBk

Jt : D65-25001x, 25°C. 45%RH

» 1 i B .
BRI H BH hA R
3#»H 3#»H 120 5 1x « hr

=il YR A 6. D Bz L Bz L Bz L
(%) 95~100 88~98 91~99 96~104
aE (%) BN A L A7z L A7z L
Bt 95.0~105.0% 102.2 102.0 101.8 103.7
MR (B35 R BN ZAin L A7 L A7z L
s & Bk Bz L i;;:) Bz L
ik (Z2%&4#) 20N LLL 68 68 31 62

* 1 68N (BAfpiF) —35N (MW, 1 x ) —3IN (HFEHN. 3 % )

() AARBEERAAN S « 8874 - 7 7R A O BEOILKRRE TOZEMRABRIEICOWT EH) | FRk 11

£ 8 H 20 H) 2&FIZiHN L7,




3) ATUFUIEEE D EE20mg 7 T ILE ]

J=" 12 e B

HERSAE  IRFE : 40°C. R, JEBEA M
M . 25°C, T5%RH, #t, v+ — LBl
¢ : D65-25001x, 25°C. 45%RH
o IRBE T it
FABRIE B BRI e
35 A 345 A 120 5 Ix * hr
HEDEHREAD
a8 7z L Zik7a L 27z L
DFEE
wHE (%) 97~104 95~106 95~101 100~104
s (%) AN 7z L 7z L b7z L
HF : 95.0~105.0% 99.4 103.0 101.6 100.1
HERE (53R E) RN B2 L B2 L Bz L
i AN b7z L wled b7z L
. ’ = L) =
Bk (5351) 20N DL E 60 68 27 61

* : 60N (BA4niF) —29N (MW, 15 H) —27TN (BEHN, 3 % H)
(kR BAYRBERRAIRN 2 « 8274 - 2 772 L H O BEELEEIRAE T OLEMERBRIEIC SW T (EH) | PRk 11
8 H 20 H] #ZBITFHI LT,

|(@GEfE-S)|
BRI
¥R i) R sk 2 TR
HixmE
SR EOEbE 1ZEAER | BEETD 3% | LA 30% A
i L BEEN OGS
DRV E DG DB
DI REAFEGREE)E | SRR 3% | fEZA 30%LL 1
2ikdH Y ZRODLHN, ME L, BEE | T, BUEENOSEA | T, B 2.0kl
(kM) RBIRWEREDOELTH Y | (20N) Ll Eoga
HE 22 L QWD 5E
Fibi b BRERE L WERE | BN 056 B2 ALY 30% LA k-
Fai, B @B L Tn T, AN 2.0kgf BUS S D55
(Bt

Ry xe)

(20N) Kio%Ga

. ARERUBRROREN

Y L7g

. fhFlE DEESEE MEBIEFMEIL)

LR L
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9. BHM"Y
(1) ARUFUERIEDEmM 7oLV
RBRATA T4 HBBEELOEYTFRIREETA N7 4 (k24 % 2 A 29 HMIE
FAFEATE 0229 5 10 =) |

ROB T B HRENE 21 ONFUE)

oo & K A~ T UMERRYE OD $E 20mg [V = LB
A OB % & :900mL

e B W :pH1.2. pH5.0, pH6.8, /K

[=] #iA % : 50rpm

RERE R - A~ F R OD 8 bmg [ 7 = /b B 13, TS &SR S0 BERK o4
FHIRSEWRBR AT A R T4 ) ITESE, A~ F U OD & 20mg [ 7 = /L8
V] BREMERIRIE Lo b & RIS E RS LA SN Y,

=R (%)
BRI I R AR, I E HIE
5} IR . N B
FEvERLE] | SRR 7=
pH1.2 15 43 99.8 99.6 -0.2 85%LL I W
pH5.0 15 43 93.0 94.9 +1.9 85%LL I W
pH6.8 15 43 99.5 99.5 0.0 85%LL I W
7K 15 57 86.2 86.3 +0.1 85%LA I W
P R (pH1.2) Vi R BRI S (pH5.0)
120 r 120
100 + —a 100
v v
i 80 i 80
f 60 f 60
40 —l— }7V%V£M$0Dﬁ20mg(7l/‘/tyj 40 F A %VV?Vﬁ%ﬁODﬁZOmg(7I/V‘Ef/J
20 O AT T RO S mg [T =P ) 20 —— L FURBIODS g 7 = L
0 L L L d 0 L L L d
0 5 10 15 30 0 5 10 15 30
FBRIER U] (49) ARBRIEER ] (49)
ViSRS B OK) VA BRIRAS 5 (pH6.8)
120 r 120
100 100 + —b
v v
i 80 80
f 60 f 60
0 —t— AL F U ODEE20mg [ 7 = P | 40 A AV TR ODEE20me [ = B )
20 f —— A F U ODEES Mg [ 7 = /LB | 20 —— A F UM ODEES Mg 7 = LB |
0 - - . . d 0 - - - d
0 5 10 15 30 45 0 5 10 15 30

ARG ERDURFA] (53) AR LR IURFTA] (43)
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(2) ARUFUIEFRIEDEIMg T ILE ]
REBRATA KT A2 RBERLOEWFHREETA RT A4 2 (R 24 42 A 29 H%IE
AT 0229 & 10 5) |

ROB T B HRENE 21 ONFUE)

oo & K A~ T UMERRYE OD $E 20mg [V = LB
A OB % & :900mL

A L % : pH1.2, pH5.0, pH6.8, /K

[=] #iA % : 50rpm

RERRE R A~ T R OD 82 10mg [ 7 = /LB ) 13, T8 8N RA 50 BERRHK o4
FHIRSEWERBR T A FT 4 ) ITESE, A~ F U OD 8 20mg [ 7 = /L8
V] BREMERIRIE Lo b & IR EBICESE RS LA SN Y,

- N W= (%) e o
AR ) E RF AL prEm— prorem = ) E HE
pH1.2 15 43 99.8 100.1 +0.3 85%LL I W
pH5.0 15 43 93.0 96.3 +3.3 85%LL I W
pH6.8 15 43 99.5 99.5 0.0 85%LL I W

7K 15 43 86.2 85.4 -0.8 85%LA I W
PR HEBORS  (pH1.2) PR AR BRAE 5 (pH5.0)
120 r 120
?JOO —{— —a . 100

(R)HED
3

2 LT BA (ODE, 20mg) 0T —— HEHEALIT A (ODEE, 20me)

20 —O— AT F U HBIEODE Ome[ 7 = L2 | 20 | —8— e F MR ODEE 1 0mg[ 7 = LB
0 . . . g 0 . . . g
0 5 10 15 30 0 5 10 15 30
FRBRR R BURE ] (47) BRI AR EURR ] ()
TR RS R OK) T RS 2 (pHE.8)
120 120 r
100 100
i i
i 80 80
= R
60 60
0 —— LA U (ODEE, 20m) 0 2 RILT A (ODEE. 20mg)
20 —— A~ F U ODEE 0mg [ 7 = LB | 20 F —O— A T URRIRODEE 1 0mgl 7 =2 |
0 . : . : ’ 0 . : . g
0 5 10 15 30 45 0 5 10 15 30
BRI R R (53) BRI EURR ] (47)
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(3) AU FUIEFRIEODfE 20mg T T ILE ]
REBRATA KT A2 RBERLOEWFHREETA RT A4 2 (R 24 42 A 29 H%IE
AT 0229 & 10 5) |

ROB T B HRENE 21 ONFUE)
moo# &l A~ Y —O0D & 20mg
A OB | & :900mL
A L % : pH1.2, pH5.0, pH6.8, /K
[=] LR % : 50rpm
- . W= (%) o N
AR I E IR AR - — I L UE HIE
LA AR LA 7
pH1.2 154y 99.0 99.5 +0.5 85%LL I W
pH5.0 154y 91.6 93.4 +1.8 85%2LA I W
pH6.8 15 %7 99.0 99.6 +0.6 85%LL I Bk
K 15 %7 86.9 85.1 -1.8 85%2LA I Bk
TR B AS F (pH1.2) PR B AS 2 (pH5.0)
120 120
100 100
i 80 i 80
ﬁf 60 ﬁf 60
% %
40 —— A<)—OD§E20mg = 40 A —ODEE20mg
20 O AT FUHRIEOD 2 0me [ 7 2 L2 20 —— v F AR ODEE20mg [ 7 LB |
0 L L L d 0 L L L d
0 5 10 15 30 0 5 10 15 30
BRI R (49) IR BN (49)
VA RIS 5 OK) Vis AR A S (pH6.8)
120 120 ¢
100 100
i 80 i 80
ﬁf 60 ﬁf 60
% % .
40 —t— #~J—OD§i20mg 10 —&— A< ) —ODé#20mg
20 | —— A F UM ODEE20mg [ 7 = LB | 20 | —O— A F UM ODSE20me 7 = /LB )
0 - - - - d 0 - - - g
0 5 10 15 30 45 0 5 10 15 30
IR IR (49) IR BN (49)
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10. &% - 2%
(1) FENDELESE - B, HBIRHRLCRSE - BRICET S FRH
M L7g

2 ax
ARUFUEEIE D fESmg Tz LE V]
PTP : 14 82 [14 2 (PTP) X1, FfHIAD ]
N7 0100 B [NT | RREAIAD ]
ARUFUEEEIE DS 10mg Tz LE V]
PTP : 56 & [14 & (PTP) x4, #EHIAY ]
N7 0100 B [NT | RRRAIAD ]
ARUFUIEEEIE OD S 20mg Tz LE V]
PTP : 56 & [14 & (PTP) x4, #EHIAY ]
NT 0100 B [NT | RREAIAD ]

Q) PREEE
L

(4) BROME

PTP w28,

PTP : RY Fuv’ Ly, T/AI=U AL

ER—fdE s TS =Y AT IR b T A AL (U L)
B - A
N T AR

B R =F Lo WA (U B

¥y RV =F L

1. BigRHE NI EME
R L

12. Z0fth
A ORI

17



V. aRICET 45IHE

1. HREXRIIZHR

4. BHEEX IR

PEERVEETILYNA T —REBINEIC 11 5 FBAAEAE R O E 1T HIH

2. MEEXIIHRICEET HIE

5. MEERIMRIZEHET HF=E
5.1 TV nA ~—RIRFNE L 2 S - i

A
5.3 TV oA = —TUERHIE LA O FR SN IE M HR
5. 4 L OZREEMER R & OERIZMICEE TS 2 &

EIZORERATHZ L,
5.2 REIBT WY oA <= —REBHGEDIRIEZ O H O DOEIT 2 IHT 25 &V o) lEIZE ST

BOTARIOARVEITHERE S THR0,

3. RERURE
(1) RERUVREDES

6. AERUAE

L. #eFrE L LT1H 1M 20mg R A&KET 5,

B, RANZIIA~FUHEBE LS LT 1 H 1 5mg »HEIAL., 1 #EIC

5mg O &

(2) AERURARORERME - R
LR L

4. RERUVARICEAEYT IR

1. BERUVRAEICHET 5EE
7.11 H 118 5mg 76 O 5
5Tl

1.2 BEOBMIEEE (VL7 F=r 27 0770 A
DOIRFEZ B L2 N HIEEICHES L,
e

1.3 BERutHEH, FHik

. BIEH ORI EZMA DL BN TH LD T,

MEFFEIX 1 H 1Bl 10mg &5 2 &,

FOBEHOTTRETHZ L,

MEFFREE CHIET

: 30mL/min AKiii) D& DHEBEFITIT, BF
[9.2.1. 16.6.1 =

5. EEERALIE
(1) BERT—E21\vH5—o
M ER L

(2) ERRRZFEEHER
M ER L

18




(3) AERRGRRER
R L

(4) HRELAEER
1) ARG
OENE IR

HEEFE NS ET VY A ~—TERERE (MMSE 227 : 5 800 F 14 LT, FAST
2F— 1 6a LU L Ta LLF) 315 Bl & %140 A ~ > F L et 10me (5mg/ H % 1 R 5.4,
wmga%zs BF# G« 51 24 W& E) X% 20mg (5mg/H, 10mg/H &K 15mg/H % %1
ZHIEIZ 1 B & G%. 20me/H % 21 #5224 W& E), b LII7T 78R4 24
W54 2 “HEEHRKE (HE%E) HBRE &Lz 6,

RAERE A RT3~ 2 SIB-J (23BN T, F7- 2T Clifk 5 24 MO X =2 7 2k ETH
BRUSHEDRZRD B, £72, BIRAINCIM L7 0fE R, 7T v R L A~ F g
20mg/ HHEDMICAEZAENRD b vl (T4 : 260 ffil, p=0.0029, Wilcoxon &), H
AISENMEZ G925 ADCS ADL-J {28\ CTlid, 7= 28T CIdf - 24 %O 2 =2 7 21k
BECHEKSMETRS DT, £, BIRIICER L EROFER, 7R A~ F
VYEFEYE 20mg/ B BEO BN B EITZR O B o 1= (FRNT RIS : 260 1], p=0.8975, Wilcoxon
RE) .

RIERRBUEE 13 A ~ > F U3 10mg/ HEET 29.9% (32/107 f5l) . A~ > F U
20mg/ HEET 31.0% (31/100 i) TH V., EREWEMIX, A~ F U HEREE 10mg/ HRE TR
ERD 3.7% (4/107 B), A~ F U HEERYE 20mg/ HBECHERL, HITHE ., FEIEO TV, 4)
4 3.0% (3/100 fFl) THh 7=,

QEMNE MAEER

HEENORET VY A <~ —RERFESRE (MMSE 2 =7 @5 mblE 14 JSBLF, FAST
x%~y:@2uﬂauT)%2@%ﬁ%’fvyfyﬁ%WHMgwmgH 10mg/ H &}
15mg/H Z# Z N ZHUAIC 1 EEE %, 20mg/H % 21 HE&KE : 5 24 HEA&KE) & LT
T RE 24 WL T 5 EEREEGBR A E L7278,

FOHIBERE R SIB-d DA a7 E{bEa RITRT, SIB-J IZBWT, E5BITTH5H
B 5 24 WHFH D 7 T B RBEE A~ T R 20mg/ B #EO 2 a2 7 bR D 71T 4.53 AT
HY | WEERICAEREZENRD b (RITxi4: : 368 fiil, p=0.0001, Wilcoxon #E), Hi&qF
MR RIS IV T b TREIC A B ED GO b ivTe (TS « 424 5], p< 0.0001, Wilcoxon
) o

72, SIB-d OR a7 E{LEORKFIHERE TH A ~ > F UHEIRIE 20mg/ H 1T 24 BFIZH
T2 TT T vAREEE ERl-77,
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b 24 1% 0 SIB-d © 2 o2 7B k&

G n 0 26 DA L E™D AL EDFEED
A~ oF UM 20mg/ ARE | 193 -0.65*£9.74 4.53
7T Rk 175 -5.18£11.66 -

1) [24 #% OfE]-[0 B O] (mean=*SD)

1 2) [A~ T S 20mg/ HEED 087 H DAL EDONVME]-[ 77 B REED 0
BB OEALE D F-HfE]

ARG AR % 5Efi 95 Modified CIBIC plus-d O#¢5- 24 W% el SEHIE %2 F IR
T A~ F U 20mg/ AR T T B ARHEA Bl o722y, WEERIO&IL 011 TH Y, A
HAITGRO bR o7 (T4 367 fiil, p=0.3189. Mantel /&),

F o BRKEFHHIZ B W T H A EZEITE O B> 7o (T x5 1 425 5], p=0.1083, Mantel
FRIE) o

#e 5 24 81 » Modified CIBIC plus-J

BB n 24 1% (mean+8D) | “FEHED TS
A= T UMEIEN 20mg/ HEE | 190 4.47+1.07 -0.11
A i it 177 4.58+1.01
1 3) [ A~ F Ul 20mg/ HFED 24 8% OE]-[ 7T B REED 24 i #

D]

BIVEFR BB X A ~ o F U HRFRIERE T 28.5% (63/221 f5l) TH V. EREWERIZ. H)
3.2% (7/221 #1)) . I/t EF 2.3% (5/221 #) . ML/t 1.8% (4/221 1), M7 L7 F 7k
ARFF =R, 7AYo = —RERAES 1.4% (3/221 f5l) Th -7z,

Qs 5 M ER
KENZEBWT, RRSNUERIEOIERZ 6 7 AL EZ T T HFEENS JET LY A
~—HERHERE (MMSE 227 5 mlll 14 fiLLF) 403 Bz 55 A~ v F R
20mg (5mg/H . 10mg/H 2 O* 15mg/ H Z Z L2 1UIEIC 1 R 5%, 20mg/ H % 21 #HfH &5
FR24 HREE) b LIET 78R %E 24 B EGT 5 _EEMRERARE £ L7z 9,
AR A BT 2 SIB ORAFHliRE R DA 2 7 EhE DR/ R LY EE R IR, 7
TR RRBEE A~ T U 20mg/ HREDOZET 3.4 A THY . WEMICAEZENSRD LN
(M52 394 #i, p<0.001, 2 JohdEILIyEIHT) .
I AR REAI R 25 0D SIB D A =2 7 25k B

bR n 0 HM S DZA LTS BAr B 7S
A o F o YElEE 20me/ HEE | 198 0.9£0.67 3.4
7 v R 196 -2.5+0.69

1 4) [FofaEme R o fEl-[0 3 ofi] (/s — 3 FHfi = SE)
HE5) [ A~ F e 20mg/ BRED 0 #8705 O b ED /N T EHHE]-[ 7
TRARHED 0 WO DL ED e/ 5 V) fE]
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BRI ERATEIR Z2 3HH 9% CIBIC-plus D& sl O A RIS, 77 B AREEL
A= T IR 20mg/ RO 71T 0.25 TH Y | MEERICH B ZNRD bhvlz (iETx4: 394
%, p=0.03. Cochran-Mantel Haenszel 2 /E).

B & EHMIE 25 > CIBIC-plus

B A A
1 5 n " ST DFEES
(mean=*SE)
A~ T o tE R ZOmg/Elﬁi 198 4.41%+0.074 -0.25
7T REE 196 4.66x0.075

1k 6) [ A~ F ity 20mg/ H RO & FHIR S O 2E]- [ 77T B RRED I
FERTARIE £ 0D -2 fiE ]

A& AETEENE 2 35 ADCS-ADL19 D #&FEATRE AL 0D 2 =2 7 b D fe/ N 3 ) fil 2
RIRT, TTRAREELE A~ F R 20mg/ HREDOZET 1.4 S CTH Y . WEERICAEEN
P BT (ifHT 64 395 #il, p=0.03. 2 JChdE BT .

I AEREATE 250> ADCS-ADL19 O A =2 7 28L&

it n | O@ENSDOELEET BALREDFEES
A= T YRR 20mg/ HEE | 198 -2.0+0.50 1.4
7T AR 197 -3.4+0.51

) Gt o] -[0 3 o] e/ — 3 ¥4+ SE)
E8) [A~ v F U 20mg/ HREED 0 )b DAL E D e/ e ] -7
T RAREED 0 WD DEA D F/N Fe ]

BIVER BB 1L A ~ > F VU HRFRIERE C 33.7% (68/202 f5) TH V. E72RIWER L, it
BHEV5.9% (12/202 1), FEJE 4.5% (9/202 B1) . Wkk, $5EL% 4.0% (8/202 #), #5fH, T
W R, IREEES 2.6% (5/202 1)) . JRY5. HEEJAE. WEAHAS 2.0% (4/202 ) . AR MR,
RLE, ATEE . RERN, AIRE, Bl 1.5% (3/202 61) Th o7z 10,

2) RLMHEB
MR L

(5) B - HAERIE
MR L

(6) SAEHIBER

1) FEARERAE (—BEARERE. BECERARERE. EARBLERAER) . RERFTERT—
AR—IFE. RERFTREBRARONE
EREIVIEER

RO 2 IR R O EEFE ) D ®ET VY A ~ —RERFE RS (MMSE 227 :

15800 E 14 SLLT) 546 Bl 2 xR A ~ > F MR 20mg (Amg/H . 10mg/H & Y 15mg/ H
ZENENIAIC 1 EEHE 5%, 20mg/H # 21 BHEHES 524 BHE&ES) LE7T 78R
% 24 ARG T 5 EAE A E BRI TR EGEBR & JEh L 7= 10 12,
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PRINFERE Z -3 2 SIB-d DR 2 7 Z{L EDOFE R ZFRITRT, SIB-J 2B\ T, FE HfifbT
T DR D A~ > F U 20mg/ H RO 2 2 7 B{b &I 7 7 B ROFAREZ
EE o 7203, BRI A BT D S do 1= (MRS 527 1], p=0.2437, 0 o SIB-
J AT RO RRR_OUERED 1 HEZLER L L5 8o),

IR 5 00 SIB-J D A =2 728 b &

0 A E DL ETY ZAL B DZET 10
Beht n A N A B/ IR
[95%15 #E X [#]] [95%15 #E X [#]]
A~ o F R 20mg/ A 061 -1.34 0.81
OFH#E [-2.33, -0.35] [-0.56, 2.19]
\ -2.15
77 ROFRHRE 266
[-3.13, -1.18]

1 9) [ A& REAT R A oD fiE ] - [0 3 o> fiE]

1 10) [A~ o F W 20mg/ A HFAEED 0 D D2 D i/ Fe FEfiE] -

(7" BARPEHEED 0 D5 D2 E O /) 3 F151HE]
KZ DMOfFEHT & L TIT > 72 Wilcoxon NEMZFIRE ICIB VT &, MREMICA EZTZRD bz
57 (p=0.0563) .

2) EREHLLTREPEONEREEELLHE - RROBE
LR L

(7 Zonith
MER L

22



i

VI. EhEB(CEHI HIER

1. REPHICEESHSELAEMXTILEME
RARONVIERRIE, T % IV BALKFERE, VANZXAF I
EE B0 H (LB OIEE - DREFIL, OIRMNLEEZZRT D L,

2. XE¢EHR
(1) RSB - FRAMKE
T NA = —RERFE TIX 7V & X VIR R ORER T AL L TR, 7 v7 I %
RIEDOY T % A4 7T D NMDA (N-AF/L-D-7 AT X UFR) ZRAKTF v 1L OB 2215 MAL
DFRKERDO—>2EZE 2 LTS,
A~ F 1L NMDA ZHETF ¥ RAMEERIC LY . 2 OMEERE 2k 5 v,

(2) EHEMITLHHBRBAE
1) NMDA ZZEHEF v RILIZH T HEEEAR U

DT > bR EE A REAIEIEE 53 O NMDA 2 254K F ¥ /W% LT, I8 IRA TR O RS &
R L7213 (in vitro),

@7 v NMIMREEREBARMIEIZBV T, NMDA B IKRT v 2V OEHLIZ X > TAE L 2Bl
2% U CHEBARIEE DL EMER 27 L, ZOEHAORBR L IEKITESSHTH -7 4 (in
Vitro) .,

@7 v MEFATA ADTF 7 AsZEORIER FLE - FEOERET V) ORI L TR
FEEARAFRN 72 INIVEI 2 797725, NMDA 2B TF v 2 VIHEEH O ICso EfHL TIXiZ & A LR

B 0o 7= 15 (in vitro)

2) FEEEMHER

DF v MEE~DOT I 84 KB40 KOS RTF it (NMDA ZAKIEEIEK) DAL S
PUT- AR 5 e OV BRI RE RS B 2 I L7, — 7, IE% T v kO 2R AMSEE I I3
B 73 o 7 10,

@7 v MEFEN~D NMDA D512 X 0 #58 S iufe, APRHIIE F 2 I D0 22 V2 Eh i [R]lEy
R A L7 17,

@IEH 7 v MoEME (MEEAN 10mg/ke) %35 LI-5a ., ZEMNEREEE 2 5% Lz & O®s
W5 19,

(3) ERRIERER - FHuhF
PA- Y 2
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VI. EWEREICEEII SIEE

1. MPREDHRE

(M

e AL Cp Y Lo )
MR L

(2) BRERBRTHER SN -MPRE
1 E@Es

2)

DA UF UIEREIE R

TR N BV, A~ F U EERE 5. 10 K1Y 20mg Z ZEEREERR OG- Lz & &, &
MAFEFFREE (Cmax) & i 8 iR E- R phRR i (AUC) 1348 5 BIIIE s L Cimn L=,
WS (Te) 13 55.8~71.8 BRI TH Y . HEGRICE (LT AH NIRRT 19,

A= o F IR BRI OG- OGN T A — 5

Cmax Tmax AUC Tz
BE5% |n
(ng/mL) (hr) (ng * hr/mL) (hr)
5mg | 6 6.860.66 5.3+2.1 489.4+51.0 55.3*+6.4

10mg | 6 12.18+1.68 5.3*1.6 1,091.7+172.7 | 63.1+11.8
20mg | 6 28.98+3.65 6.0+3.8 | 2,497.61482.8 | 71.3+12.6

(mean=SD)

@A F UIEFE 0D i

fREFER NI A~ o F RN OD §E 20mg (K72 L CARH SUIK TR XA~ F 1
FetifE 20mg OKCTHRH) %7 m AA— =k CEERFFHREROKREG L L&, WThogs
& W A O MR EEHER K QSR EhRE T A — 2 XA CH T, A~ T VIR OD i
20mg (3K L CRHA UK TIRA LEZSEaonFng, A~ F o EighiE 20mg (K TR
M) EEMFHICRSETH D 2 L BHER S - 20,

RE#RE

T oNA = —RERAYERE (10mg/H : 11 6, 20mg/H : 12 ) &, A~ F 4R 1
H 1\ (Ff#%) bmg 226E L. 1M I &1 5mg 7Ol L 10mg IE 20mg % #EH: 7
e LT 24 BMRERAEE L & MFEPREIIRS 4 B CIRITEFRIREBIZEL T
BY . FOEOIMmIEREL 10mg/ H & T 64.8~69.8ng/mL. 20mg/ H #£ T 112.9~127.8ng/mL
Th ot 2V,
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3)

EYF IR F R 22
ARUFEERIE D fESmg 7z )LE V)

A= F R OD & bmg [ 7 = VB 13, THE R/ 58 0 E R RA o 4851 [H
SRR A R T A 2] [ZHSE, A~ F VR OD 88 20mg [ 7 = /LB ) A Amueds)|
LTl &, IEHEEICE SRS LA ENT, [((V—9. &M omEZR]

ARUFUERIE D SE1Ong T L€V

A~ U F WG OD 88 10mg [ 7 = b8 o) 13, [EES B2 580 B RAE O ALY
SRR A RTA ) IZHSE, A~ F VR OD #8 20mg [ 7 = /LB ) A Uil
LTl & IEHEEICE SIS LA ENT, [(V—9. &M omEZR]

ARUFUIERIE D 8 20mg (7 /LB ]
fEE R N BVEIC A ~ o F U HEEEYE OD 8 20mg [ 7 =/L¥ ] & A~ VU —0D § 20mg % .
IO AF—NR—IETENTN 18 (A~ F U S LT 20mg) Z A EER A& S Ok
72 UCHRASUIAKTIRA) LT R bIRIREAZNE L, SO 3YERE T XA — %
(AUC, Cmax) (22T 90%15 X MIEIS THREGHENT 21T - 7o f5 3. log (0.80) ~log (1.25)
OFFHANTH Y |, WA LYW RS D R ST,

@Ok 72 L TR
(ng/mL)
35
30
25
{}g - ~o— X¥U—OD§220mg
& —— AT L F 1EMIBODE2mg [ 7 ¥ ]
R 15 Mean+S.D. (n=18)
[ 3
10 —
5 f""\‘
0* ’ ' v Y y ,
96 120 144 168 192 216 240
¥ i) (hr)
HE/NT A—H BENRT A—H
AUCo_240 Cmax Tmax T2
(ng*hr/mL) (ng/mL) (hr) (hr)
A~ T U OD &2 | 2345.499 29.151 5.7 64.1
20mg [7 =¥ +476.011 +6.478 +1.6 +11.3
2288.865 27.797 5.7 63.8
A< Y —0D # 20mg
+468.650 +5.123 +2.4 +8.7

S+ 4 (5 (n=18)
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@K THRH

(ng/mL)
35
5% —— XU —OD§£20mg
Z;. —o— X7 L F L EMIEODER20mg [ 7 T Lt
R Mean+S.D. (n=19)
13
5 »
0 T T T T T T \
0 24 48 72 96 120 144 168 192 216 240
BE (hr)
HIE/RT A—H BEINT A—H
AUCo_240 Cmax Tmax T2
(ng-hr/mL) (ng/mL) (hr) (hr)
AT R OD g 2201.763 26.795 6.4 60.5
20mg [7 =¥ ) +293.159 +4.056 +2.0 +7.8
2165.192 26.290 5.9 61.8
A< Y —0D # 20mg
+290.650 +4.254 +1.9 +8.1

4+ R (n=19)
M EE I NS AUC, Cmax %0055 A — 2 1%, $8R#E ORIR | (KIKOBRIRENL - B
S DRBREMT k> TR D AN B 5,

(3)
B L

4) BE - tRENEE
1) BEOXRE
MUERR L [(VII— 7. FHEAER | OESM]

2) GtHREOXE
TEEERR A 20 Bl A ~ > F MR IR % iYL (A ~ o F U HEERYE Smg % 3 H . %\ C 10mg
Z 4 ARBEG#%, 20mg % 14 HE) 12XV 1 B 1 EROES Li-th, A~ 2T UHEREHE 20mg
tbeRozonF 7Y R (26mg) « MU T AT LY (50mg) ELAHIZ 7 HREIPHH LZ & &,
ERkrrsrrd7 Y RO Cmax &N AUC IZHAME HRFOK) 80%IZIK T L7z 28 UMEAT —
) [((VII— 7. MAEFEH] OHEZH]
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2. HUEERNISA—S
(1) MEHTH®
WAL L

(2) RAGEAEEH
TR L

Q) HREEEH

.0 i 4 R ES (kel)  (1/hr)
A= F RN OD 88 20mg | k7 LG ABR 0.011+0.002
[Tz VB K 0 e h7ER 0.012+0.002

@ 29VFPI32X
REEAKFET U T LZGHHA L, R pH 27 v 0 UHRIREEIC LIZ3AICE. A~ Froey s
U7 7 A (CL/IF) IZHMEFE G LR TRELIEFLIZEORENDH D 20 UEANT—4),

(5) HAER
R L

6) TDit
B L

3. B&EMA (REaL—3y) @
(1) fRHrAx
BRI L

(2) 135 A — S EHER
B L

4. IR
BB L
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5.

6.

2%
(1) th%-RBaPIEia
WAL L

(2) 1m&-RaiREErTEE

P - Y 2 [[VIl— 6. (5) &) OEEMH]
<HE>

PR O 7 I MCAERR IR & BURER AR G- L7 & & U REIRIRIC AT Lz,

@) Eitr~nBiTix

P - Y 2 [[VII— 6. (8) #=Fiw) OEE]
<HE>

IO T v M UCHEFRIA 2 BER DG Lo & &, BEREITILHICBIT LT 29,

4) BEERA~DBITHE
TN = —BERAEBE A~ o F oI 1 B 1 E (H1R%) bmg 225U, 1EM
T LI bmg TOMI L 10mg Xk 20mg A #ERF & L LT 24 WEER D &L L & & | I
B R o i B PR B L2 63 B Held 10mg/ HAE T 0.63, 20mg/ HAET 0.72 TH -7z 20,

(5) ZofhniBiE~DBITH

1) RBE~DOBITH
TR N BRI A ~ T VIR 2 22 IR B OB G L7254, TR ~OBITHH
i 19,

2) v rRUIYFICHITHBITHE
7w M MCHRRAZ BERR Db Lz & & BURRBITE & L TIHEENE Y, 22, B,
PREG. PR, i, @B, JRMR. ~N— IR, MERR R X OB oA LT
Ty MZAS U F USRI IREER G LT & & N A~ T 0 AUC [Tl A~ o7
> ® AUC @ 18 fi5Lh Lo 7z,

(6) MIFEEHAE
R L

K

(1) REMERUHKHER
BB A~ T R 20mg A HERO#&E Lz & & BEH1% 72 ReRIDANIC R LR
N 34.1%, R THD 77 ) =AM TNV T v VBEDNFES LIZHAERD 2.2%R HIZHRI S v/

26)

o
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7

8.

9

(2) RBIAET2EF CYPEH) OHFE. F5E
Ao F U, € MR v — 4 P450 (CYP) 43 F 12 J 8L U 7ol & FH V72 C
b h® P450 TREF ST W2 E AR ST,
bt MFHIIEIZE T CYP1A2, 2C9, 2E1, 3A4 NN 3A5 ##5E L e 7=, BEMAEICET
ZMAEPREAT (1pmol/L) T, b MFIZ v Y —AIZBI 5% P450 IH1E, =A% > KK
ofElER (EH) {5, 778 v &R T/ AX v/ —8 (FMO) &, 7V o U ginfRgs
(UGT) &R OWilginf RS (SULT) J&MEEFE Lieh 7227 (in vitro),

(3) MEBENROEMRUZ DRI
TR L

(1) REMOFEOERRUE L, FHEHLE
WAL L

. HE

fERER AN BYEIC, A~ F R bmg 2 1 H 3[ERAHKE L, EFREICEELZ 1S HAD

WIE BRI UC-E3A bmg AR A5 L= & 2 A MEERRED R T~ BAEHR RT3 5 20 H
HBETIZ832+111.7% TH Y, EPF~DOBFEHMRIT 7 BHE ETIC0.54+041% ThH - 7228 (HHEH
ANF—4),

b5 YR K—5—ICET B1EHR
LR L

. EMFICLBBEE

EER L
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10. REDERERY HBE

BHEEEEE TORRNDRE
Ao F OEREITEIMRIOER TH Y | BEREMET S OREICISC T, A= F Uik

YD T DIEE & AUC OHIRZZBH LT\ 5 29

A~ o F MR 10mg BRSO & 5-RF O BB RElE E A M VB E R T
HERE T A — X
S— EwE BEREERE | PHEEREERE e R A
(Cer>80) (50=Ccr=80) | (30=Ccr<50) (5=Ccr<30)
n 6 6 6 7
¥ Cer (HEEAH)

(mL/min) 91.1 62.7 40.9 19.1
Cmax (ng/mL) 12.66£2.14 17.25+3.94 15.76 £3.70 15.83+0.62
AUC(ng - hr/mL) | 1,046+82 1,640+ 180 9,071+531 9,437 +451
T2 (hr) 61.2+t7.5 83.0£17.0 100.1+16.3 124.3+21.0
CL/F (mL/min) 133.0£9.6 85.3+8.8 70.4+17.0 58.6+11.3
CLr (mL/min) 82.2+19.8 62.1£10.9 42.1£9.0 28.6+£12.2
(mean=+SD)

11. £
2R L
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VI. ££ (ERALOIEESF) ICEI HEEB

1. BERBLTDOER
REI LTV

N
m

BRAELETDOEA

B
2. 2 (ROBEIZEBELLGIN L)
AFN DRI R LIEBUE O BAEE D & % B4

3. DREXIIHRICEAET HFTE L TDER
[V —2. eI RICBEET 2R 2R

4. RERUVRAERICEEY HFE L ZDER
'V—4. EAOCHRICEET SR 2]

5. ERGEAMIRE L ENER

8. EELELNIE

8.1 BEFIBAIHICIHENTOEWN, HIRPEOONLZENDH D, £, TRHDIERICK VR
BIEE2MES 2D, +RICEET LI L,

8.2 J@H ., THEMOGET VYA = —HERHETIX, BBV EOEERE G2t O ik O #/E
AR TTL2ZLnH5, o KFNZEV . ©FW HIRENHODOND Z ERHDLDT,
AAN P G- O BT B B OB IR GIR 2 fF 5 MO BIEICIEF SERWVWE S EET S Z
&

8.3 KA EIZ LV RNBO LNRNGE, BRERE LRI &,

6. RENEREZAIHBEICHTIERE
(1) GHHE - BEEZFOHLEE

9.1 BHHE - MEEFDHLBE
9. 1.1 TAMAXIEROBEENHS8E

FHNEEFRIELS DL b D,

9.1.2 KpH ZLRESEIEAF (RAEET7L F—I R, EEORBREE) 2657 58%F
IROT VT VAGIZ L O ARFIOJRPPEI-ENMET U, AFIOMFREN ERT 5820065,
[10.2, 16.5 =]

(2) BRREESEE

9.2 BHEEEETEE

AFNTBE YL OEKAITH Y . PEBIES 5, [16.6.1 ]

9.2.1 EEDEBMEEESE ( VLF7F=2H YT S5 AE : 30nL/min Ri&) DHSEE
[7.2 ]
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3) FrHftREfEEBE

9.3 FrigtaElEERE

9.3.1 BEMK#EEEE (Child-Pugh 748 C) DHHESE

FRRRRER TR STV D,

(4) £NEREERT BFE

BRE S TN

(5) WEim

9.5 iR

RIS SUTSEIR LT % TREMED & % PRI, TR Lo A RIER a2 LRl % &l S s
GEllOREET 5L, BER (UHF) TRE~OBITHARDON TS, £, B
£ (7 v b)) TRELCHAEROEREBIME 2B o Tns, [16.3.3 2]

(6) RFL4F

)

(8

9.6 R3LIT

TR FOFRMER ORAREOR M ZEE L, A0k TP 2 REdT 52 &, BipE
B (7> ) T, WHHF~OBITHRRO LTS, [16.3.3 2]

INRE

9.7 INRE

IR G & LT BRIRRBRIT N L Ty,

BEE
BRE SN TN

7. HEEA

(M

(2)

GtRES L FOHER
REIN TN

GtRTFE L TOERA

10.2 tAEE (BFRICSEET A L)

A5

FERIARAEIR - HEYE T4

BEFF - fEBRIA ¥

ARARNG(E IE S
LR R34

RS AAEB RO E 2 158
SELBENDH D,

AF D NMDA (N-#F/b-D-
T ANT RUWR) AR

VAFU L

TERZS, RS2 o sl 2 (e i
SHLAREER D D,
= N=/ A== VAV tERrezoaodF 7y Fofd | EIXIRHETH 5,
[16.7 &M ] BEZKTIE5,
BIRAE i (O F A4 gk | AFOMPREN LR 3238 | AKFNT A RME 5w (b
F) AT X0 PR S 5 HA b b, F A EER) 1T PR

N7, 6 Tk Rz Iird
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D HAN L BET D ATREMED &
50

PRT v H AL Z 335 200
TEET I N
[9.1.2. 16.5 =]

AFN O P ED ERS D%
TNRH D,

ROT N VARIZ L0 AKH|
DR PP RNK T 5 7=
@O

NMDA =& KEGUEN 2 A
2 FEHAl

FEIENZ RS E 562
NRnd 2,

WAl & 6 NMDA &
TUWEMZ AT o720,

T B R
FXAPRBARMNLT 7R
(VoK SRRt K Fniy 5

. BMER

11. Bl{eR
ROBEWER R BN D Z LD DT, BELZ TH5IATV, BEMEDONEEITIIRG %
k9570 CEORLEZTT O Z &,

(1) EXGEIERA & HER

11.1 EXLEIER

11.1.1 &2 (0.3%)

11.1.2 & (BEARH) ., BEEE HEARH)

11.1.3 FHER

Wik (0.2%) . BEME (0.1%) . =48 (0.1%) . 27 (BEEEAE) |
ERR) HERHLbND I END D,

11.1.4 FF8EEES (0.1%AK0) . BE (HEARH)

AST. ALT. ALP, BV L EVED ERHZES FFEERENH SDbND Z E03H D,

11. 1.5 EBUHRMERAE (B RH)

A, &, CK ER. MR R I AT oy ERERH LD R D, F1-.
RS RRIELIC X D AR EEORIEICHERTHZ &,

11.1.6 B2EEJTAvYY . BELRBRIREORIRMERENR GEERH)

PEEL HERHY) A= (B

(2) £nfbnal{ERA

11.2 Z Dt DEIER
TR\ 1~ 5% 1% 5 AR B
BEUE T&15 BAVRIE, RGN
HE, FHIE AR, ARIR, PR, RES, | BATREE, R EES)
. . SR Rz (R, Fv2r. OAF
R FU ) IR
T, #1f
i BEPR, RIS, FRIEIN,
BUN L&
i b hE
- EFL, AR ML E . B, I8
M, R, LRk
E B e ;) IR T, R
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10

11

12

Wi
MR B R, 7 | A, BRI B = | BRAR

Z DOAth i, AEWA, CK EH | v 27—V EH b
V7 U+ FEH
. BRBERERICRIZTE
BREIIN TN
BERE
13. BEERS
13.1 ER

A= F U 400mg IRABFEIZIBW T, AR, LI, i, (IR, B, ERkiERENH
LI, Flo, A~ F U 2,000mg IRABF IRV T, BIE, EHEOEER & 5 bi,
FNENRELEEORENDH D UEANCE T HE),
13.2 &

PROBEVEAGIZ LY | ENCHREMEE LT L ORED B 5,

BRAEDIE

14. HRALDEE

14.1 FEFIZFBEOIE

14.1.1 PTP WAL PTP > — OBV L TRAT D2 L5852 L, PTP — D
RARIZ L0 | BB BIERE AT L, EIZIXF 2R 2 U CHERIAR % O EE A& DHE
EETDLZEND D,

14.1.2 5O EICoETHEREZRBEIE5 ERET L7720, K LTIRAWETSH S, £7-, KT
AT AZEHTE S,

14.1.387-FFTORETIE, KL TRHASERNZ &,

. TOHMDEE

(1) ERERERICE D I15H
BRE SN TN

(2) FEERARFERICE D < 1548

15. ZOMDFE
15.2 JERGEREABR(CE D 1§

T v b OEHAERG IR (A~ F U HEERYE 100mg/kg HIERE O #5-. 25mg/kg/H LI 14 HREX
RN E. X% 100mg/kg/H 14 HREREERG) 123V T, BRI R BUE & OVERIR[E] BB AR
Ffa O ZEfa b XATEEIEN RO H iz,
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X. JRERPREERICEA9 HIEE

1. FEEHAER
(1) FExhZEBHER
[VI. 3EN3KBLCRIT2THE | OESMH

(2) REMEBRB
LR L

(3) ZOHORERE
LR L

2. BHB
(1) HEESSERR
LR L

(2) REBSHERBR
LR L

(3) REHERER
LR L

(4) MARIERER
LR L

(5) ERBEBMERB
LR L

(6) BARIBEE
LR L

(T) ZOHOBHEL
LR L

[[VI— 6. (5) iEh) OIESMH]



X. BEEMFEEICHYTLER

1. REXS

Al AT UERBRIE OD B2 hmg [ =By BIEE UFEEERT
) EE-EMEONGE CLVEMNTLZ L
AT MRS OD 88 10mg [ 7 = VB ) BISE, WKLY
) EE-EMEONGE CLVEMNTLZ L
AT UMEEEYE OD 82 20mg [ 7 = VB ) BISE, WKLY
) EE-EMEONGECLVEMNTLZ L

Hhsy « A~ FUoMEmEE IR

N

. AEME
HEhM - 34

3. ARRETOITE
Wik - |IRRAF

4. BREFEWVLEDEE

20. BV EDEE

20.1 7 IR — XTI AT v IR MVBRERIZBEREZRET TRFT 5 Z &,

20.2 BAIOFHE E, RIBIZ LV EERIRHN S L2 2 ERH D,

20.3 5mg $E, 10mg §ElE, ZNENEERIREIEACRICLDRE, HAOBHERALND Z L
N5,

5. BERITEM
BEMERGLTA R HY
<FvoLEY : AV

6. R—H% - AR
[F]— R 70 3%
JeREIML - A~V —O0D # 5mg + OD #& 10mg + OD £ 20mg
Fl % 3 RRXOVEERRE, T % 2 U RBALKERE, UV ARAF I

7. EFEESEARA
2002 4= 5 H 15 H
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10.

11.

12.

13.

14.

20mg [ 7= /LEB )

. BIERFTRBEAARVEARES. EEEENHEFEARD. REHAKBREAR
. 7 o AT R AE ~
R4 . RRE S ‘ B 7eBRAGH- A H
TRKFBAEHA H A A B
A~ FUHREE OD 8
) 2020 4£ 2 H 17 H | 30200AMX00085000 | 202046 H 19 H | 202046 A 19 H
bmg [7 /¥ ]
A~ T U OD §E
) 2020 4E 2 A 17 H | 30200AMX00086000 | 20204E6 H 19 H | 202046 A 19 H
10mg 7 =B
A~ T U OD BE
2020 4E 2 A 17 H | 30200AMX00088000 | 20204E6 H 19 H | 202046 A 19 H

LR

BEERE. BIIMERARFARRUEZOARE

L

BEEHME
A L7g

BERHIRIZEE T 2158
AANL, I (BHDHVTEE) BRI 2HIRIZED STV,

. PREXRITHREM. RERVABREEENFNFABRUEORE

&E2—F
N JEAE B SR | R ER S o — R ) L7 MR AL
e 7t 4 » HOT (9 #7) &% _ :
IR = — R (Y] =—F) VAT AHa—R
A< F UoHEERE OD
) 1190018F4235 1190018F4235 127013601 622701301
gEbmg (7B
A= F UoHEERE OD
) 1190018F5231 1190018F5231 127014301 622701401
$210mg (7 =¥ )
A~ v F UMY OD
R 1190018F6238 1190018F6238 127015001 622701501
$E20mg [ 7 = /L ¥

RERIGHT EDTE

ARANIIRRZ I EOBFEEIRL TH 5,
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XI1. Xk

1. 3IAXE

1) TERMT (A~U—8§E: 20114 1 A 21 AR, HEHE RS 2.6.2.6)

2) HA MRS ZEMEICET 2 &R (fFENE R

3) HA MEASH  maiREcoOREMICET &R FENEED

4) XA MRS BT 2 &R (FENERD

5) ALK EAs ¢ BAERERRESMEGS. 2011 ; 22 (4) : 453-463

6) HIEBIARE (A~ VU —§E: 2011 421 A 21 HKGE, HEHFEEMIE 2.7.6.19)

) HRHIED BRI E TGS, 2011 ; 22 (4) : 464-473

8) HBIAHBR (A~VU—$E: 2011 41 H 21 HAR, HFEEEHMEZE 2.7.6.20)

9) Tariot PN, et al. : JAMA, 2004 ; 291 (3) : 317-324

10) FHIMAHFRER (A~ Y —$§E: 2011 41 H 21 AKR, HEEEMEE 2.7.6.25)

11) $AF#i132> : Geriat Med. 2016 ; 54 (11) : 1147-1158

12) A= FUEBRE O RO NVERBEOF R 2 S E R O T VY A~ —BIEREE
X3 2 BLENRFEZ AR RER (X~ VU —8E - OD 8 : 2020 4= 9 H 23 HAR, HHEAHREE)

13) NMDA SHETF v R ABFEORE (A~ U —8E : 2011 4 1 A 21 H&KR, HiEEEMEZE
2.6.2.2)

14) Parsons CG, et al. : Neuropharmacology, 1993 ; 32 (12) : 1337-1350

15) Frankiewicz T, et al. : Br J Pharmacol. 1996 ; 117 (4) : 689-697

16) Nakamura S, et al. : Eur J Pharmacol. 2006 ; 548 (1-3) : 115-122

17) Zajaczkowski W, et al. : Neuropharmacology, 1997 ; 36 (7) : 961-971

18) Misztal M, et al. : Behav Pharmacol. 1995 ; 6 : 550-561

19) fEFERA BYEZ I 2 HER A& G-R oKy Ehie ot (A~ U —§ : 2011 4£1 H 21 H

. HEHE R 2.7.6.4)

20) RFIHFEFIED - L ERIR. 2014 ; 63 (3) : 374-378

21) TV A ~—HRERENERE ISR T D AR A& G- R OFEYE B OMET (X~ —FE :
2011 4F 1 J 21 HUKGB, HGEERHEEEE 2.7.6.7)

22) XA MRS - A TFRIREMRBICE T 28R GENEED

23) AvrF UL e Rz F 7 PR U T AT L URLEH & O ENE B AAE
OffE (A~ U —§E : 2011 4F 1 H 21 AAGE, HEHA RS 2.7.6.16)

24) Freudenthaler S, et al. : Br J Clin Pharmacol. 1998 ; 46 (6) : 541-546

25) 7 v MBI D UCHERMARZ AW - HR L OFLHH ~DAT (A~ VU —8E: 201141 A 21 H

R, HEHEEMIE 2.6.4.4, 2.6.4.6)

26) ERAECEERRER « B RREEAER (HAANKL OB ANDEEE 12360 2 Eyahieidi) (A~ U —§E
2011 4F 1 21 HUKGB, HIREERHEEEE 2.7.6.11)

27) b MEFRRE 2 MW in vitroi Bk (A< U —8E 0 20114 1 A 21 AR, S5 R
2.7.2.2)

28) BFRIEFRRAER (= AT U ZHER) (A~ U —FE : 2011 4 1 A 21 A/&R., HiEEpHMEs
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2.7.6.6)

29) EHRERE BE BT 2 Y BRE O

A (A~ U —8E: 2011 4F 1 A 21 A/KGR, HGEEEHEE
2.7.6.8)

30) 54 MR IR OLIEIIC BT 5 R (D
81) A4 MRS : BB IT B E (RLEED)

2. TOBOBEXH
AR L
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XI. 2FE&H

1. ¥LESETORTRR
M LN

2. MWIHZH T BERREBEE
(1) ERAOREICET HH5MEHR
LR L

(2) NRE~DREIET DmsMER
LR L
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XII. &

1. B - IRERICER L TERKHIFZT 5 1CH-> TOSERE
AEDQERICEAT HFE  AEIIEKREZT TORWEEICET 2 FEN G EN 5, RBRITE
RETETH LN R

FEDRHEL L TV RVHNEDLEZENTEY, S ETHRE#HiSNTVD
FERELTRRL TS, EREHFEEDPBRKEN 2T 25 ETOZEFRTHY . MLEDO

HERTHED TR,

PEHURAL - T g 36 0 O IR FEIE BAR R BN BT 2 A R T A BT % Q&A 2OV T (£ D 3) |

(BFITEEE 9 H 6 BT EABEESR - AiER A RERIRE - B0 RER T8

(1) 3w
1)

ARUFUIEREIE D fESMg Tz V]

A= o F RN OD 88 bmg [ 7 = /L8 2 | IZOW TS DS FESAE T TOREM % et

L7z,

@O WE (40°C. #OE - KERTR) OB R
ABRTEH B AR 2 i 5 i
PEIR BRABOBKRE | WRAGOHR | BFRAGCOKBE
EREE (%) 101.2 101.0 99.0
ol AR BR IR E 0.03 0.02 0.02
HxmE | EamwEoqi* 0.04 0.02 0.02
¥ n =3 DOFE)E
@ W (25°C75%RH, # - BRIk OB R
ABRIEH ELElE 2 1 5
PEIR BIRABOBME | IRAGOHE | BREAOHE
EEE (%) X 101.2 100.1 101.1
ol B SRR B E 0.03 0.02 0.02
HmE | EEwE oG 0.04 0.02 0.02
¥n=3 O
@ Ot (40001x, 25°C 60%RH, XA ) OB R
AERTEH BH 4 IRE 60 5 Ix * hr 120 5 Ix * hr
PEIR BRABOBKRE | WRAGOHHR | BFRAGAOKBE
EREE (%) * 101.2 101.6 101.6
i P 3R IR E 0.03 0.02 0.02
HxmE | EamwEoqi* 0.04 0.02 0.02
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2) ARUFUEREDGHE IO (7 LEV]
A~ T VRN OD 88 10mg [ 7 = /LB v ) IOV TR OEFSME T COLENEE MR

L7,
@O RE (40°C, O - JEA ) ORBRAE R
BRI H B AR 2 i 5 i
PEIR BHEABOBKRE | IKEAGOHRR | KEAAORE
EREE (%) 98.8 100.4 100.0
i P 3R I R E 0.02 0.02 0.02
HxmE | EamwEoqi* 0.04 0.03 0.02
Xn=23 O
@ W (25°C75%RH, #Ot - BIR) OlERASEH
ABRIEH B ke 2 1 5
PEIR BHABOBKAE | IREHGOHME | KEAAOHE
EEE (%) X 98.8 101.4 100.2
ol B SR ORI E 0.02 0.02 0.04
B | EEwE oG 0.04 0.03 0.07
Xn=3 OFHIE
@ ¥ (40001x, 25°C 60%RH, X% a) OB
AERTEH BH 4 IRE 60 5 Ix * hr 120 5 Ix * hr
PEIR BHEABOBKRER | IKEAGOHMR | BEAAORE
EREE (%) 98.8 100.3 101.8
ol R BR RS E 0.02 0.02 0.02
HxmE | EawEoqi* 0.04 0.02 0.02

3) ARUFUIEERIEDFE20mg Tz IE]
A~ F R OD 88 20mg [ 7 = /LB v | IZOW THilkts D& TS T COLEM 2

Xn=3 OFLYJE

L7,
O RE (40°C. HOL - [ERDR) OB R
ABRIEH ELElE 2 1 5
PEIR SRENDYIF S A OB R EREN2Y PN
EwiE (%) X 98.5 99.3 99.5
ol 2 R BRI 0.02 0.02 0.02
HiE | EHEwE oG 0.04 0.03 0.02
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@ WE (25°C75%RH, Mt - B OB R

ABRTEH B AR 2 i 5 i

PEIR SRENRYF S RN F N ERENLY PN
EREE (%) 98.5 100.2 99.6
ol R BR SNl oLy 0.02 0.02 0.02
HxmE | EamwEoai* 0.04 0.03 0.02

Xn=3 OFLYJE

@ Ot (40001x, 25°C 60%RH. KERLR) OBk F

HRERTEH BH A IRE 60 7 Ix * hr 120 7 1x * hr
PEIR ERENDY I F S RN} E N EREN2Y PN
EwiE (%) X 98.5 99.3 99.7
ol 2 SR B E 0.02 0.02 0.02
B | EEwE oG 0.04 0.03 0.03

Xn=3 OF¥HE

(2) HilE - BEMRURERSF1—J0EBM%
A~ F NN OD 82 bmg [ 7 =V B | A~ F UM OD 8 10mg [ 7 =18 )
K OA < F o HEEH OD 88 20mg [ 7 =P | OEFEIZBAVWTTROREZ1T> 7.

1) HEREHER
TR AE G AN R 7y 78 3R (WTIED) | P41 T1. FREEfmstBr 1) gefl - v 7
VAN IZHET | T 4 AU Y PRI 1 8ER L OV 55°COIRES 20mL % AL, 5 5[ B Rk
BLIEE, 74 AR —% 90 £ T 15 HEMIS S8, B - MEOREBLZBIZE L7, 5 0%
[CHE L 722 WIBEIE. BIZ b ofEiER . FERZREBEEZITV, i - Bl OREZBIRE Lz,
I, N BT VIS ORER T 1E L 1T #2505, 55 COIRE DRI V1T 20°CD K % i H
U7 BB SR b [RIAR I Eh L 7=,

55COIREG DA - WTiLh b MRF CAREE L, BiFpigdikies s L7,
20CDKDLGE : WIND b oM CHEE L., BAF2MEREL R LT,

2) EiBMEEAER
[RARERE RGN R v 78 3 (BMUTIE D) | P.47 12, @R (YL, AREEik
WETHEONZBREIRE, RETF2—T7OEAMEY 2~3mL/ BWORETIHEA L, Fa—
TERy FEOBEEE L, ERNFEARND 3450 2 2K IS L, i GEAN) % 30cm
DEESICEy MLz, Fa—T7H A X8 7L FiIckrmmttaBEs Lz, HEeEALEIC
20mL Ok % R CEHRER TRVERY . AL TCF2—TWNEHE L&, FEARN - Fa—7A
(ZHEDPFERAT L QR tE Ic R L & L,
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7285, AR TSR T 20°COKE W TR B N2 BREIRIZ O W T b [RER I @im PERER 217 -
77

BRI
55COIRG DG E : WTHOREIR S T 2 —7 A X8 7 L F & iEil L, BEEm%E D
Fa—TNK 20mL ZIEA LT & 2 A, BET 2IMITHR S N>
77
20COKDEGE : WTNORRBEIRSG T 2 —7 VA4 X8 7 L F i@l L, BE@mikioF
2 — 712K 20mL ZFEA LI E 2 A, FBFT 2EMITMHER IR D272,

2. FOHOBEEEH
(1) BERAITHREREMH

AR L
(2) GS1a—F
W % 4 Ja— AR 2 — R Mo e 2L AL — R
(GS1) (GS1)

A~ F MRS OD §E | PTP14 6 (01) 04987923303813 (01) 14987923301816
smg [7=/L¥ ) N5 100 8% | (01) 04987923303882 (01) 14987923301885
A~ F AR OD §E | PTP56 6 (01) 04987923303929 (01) 14987923301922
10mg (7 =/L¥ ) N5 100 5% | (01) 04987923303981 (01) 14987923301984
A~ F UM OD §E | PTP56 6 (01) 04987923304124 (01) 14987923302127
20mg [7 = /¥ X5 100 4 | (01) 04987923304186 (01) 14987923302189

44



AR5ETT

@ MARHITILEY T7—~

FLIRTHPRX L1057 24 TEH3&E it

SERSET

DAITO 1/~

SLRE LM/ \HEI3268 i



	表紙
	医薬品インタビューフォーム利用の手引きの概要
	目 次
	Ⅰ．概要に関する項目
	１．開発の経緯
	２．製品の治療学的特性
	３．製品の製剤学的特性
	４．適正使用に関して周知すべき特性
	５．承認条件及び流通・使用上の制限事項
	６．ＲＭＰの概要

	Ⅱ.  名称に関する項目
	１．販売名
	２．一般名
	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）又は本質
	６．慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	１．物理化学的性質
	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、定量法

	Ⅳ．製剤に関する項目
	１．剤形
	２．製剤の組成
	３．添付溶解液の組成及び容量
	４．力価
	５．混入する可能性のある夾雑物
	６．製剤の各種条件下における安定性
	７．調製法及び溶解後の安定性
	８．他剤との配合変化（物理化学的変化）
	９．溶出性
	10.  容器・包装
	11.  別途提供される資材類
	12.  その他

	Ⅴ．治療に関する項目
	１．効能又は効果
	２．効能又は効果に関連する注意
	３．用法及び用量
	４．用法及び用量に関連する注意
	５．臨床成績

	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

	Ⅶ．薬物動態に関する項目
	１．血中濃度の推移
	２．薬物速度論的パラメータ
	３．母集団（ポピュレーション）解析
	４．吸収
	５．分布
	６．代謝
	７．排泄
	８．トランスポーターに関する情報
	９．透析等による除去率
	10.  特定の背景を有する患者
	11.  その他

	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
	３．効能又は効果に関連する注意とその理由
	４．用法及び用量に関連する注意とその理由
	５．重要な基本的注意とその理由
	６．特定の背景を有する患者に関する注意
	７．相互作用
	８．副作用
	９．臨床検査結果に及ぼす影響
	10.  過量投与
	11.  適用上の注意
	12.  その他の注意

	Ⅸ．非臨床試験に関する項目
	１．薬理試験
	２．毒性試験

	Ⅹ．管理的事項に関する項目
	１．規制区分
	２．有効期間
	３．包装状態での貯法
	４．取扱い上の注意
	５．患者向け資材
	６．同一成分・同効薬
	７．国際誕生年月日
	８．製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	９．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
	10.  再審査結果、再評価結果公表年月日及びその内容
	11.  再審査期間
	12.  投薬期間制限に関する情報
	13.  各種コード
	14.  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
	２． その他の関連資料




